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Cytology has assumed an important role in the detec- 
tion of cancer, and it has particular application to the 
genital tract. In the past decade, numerous investigators 
have evaluated the merits of the vaginal smear as a diag- 
nostic tool in the detection of cervical cancer but have 
regarded it with varying degrees of enthusiasm. There are 
Still wide differences of opinion among gynecologists as 
to the ultimate value and applicability of vaginal cyto- 
logical diagnosis. Nevertheless, the smear has taken its 
place alongside the biopsy as part of the standard gyne- 
cologic armamentarium. Conflicting reports concerning 
the relative efficiency of this technique, however, justify 
an appraisal of its worthiness for routine adoption by 
the clinician. Sufficient experience with the method has 
now accrued to make possible an outline of its limita- 
tions as well as of its advantages over other techniques. 
The purpose of this report is to examine critically our 
experience with the cervical smear, to correlate the cyto- 
logical findings with the histological changes in the same 
patients, and to objectively crystallize for the clinician a 
practical attitude toward the relative value of the smear. 


Value of the Smear 


Most recognized authorities regard the vaginal or 
cervical smear as an important screening test rather than 
as a definitive examination for cervical cancer. Histo- 
logical confirmation of doubtful or positive cytological 
findings is required before definitive therapy of the le- 
sion is justified. The current attitude concerning the 
smear is, therefore, that it is complementary to but not a 
replacement of histological techniques. Most investiga- 
tors feel that the smear is of greatest value as a screening 
technique for the detection of early lesions in the grossly 
unremarkable cervix, since the majority of the advanced 
cases detected by the smear are readily diagnosed by 
other procedures. When there is an easily recognizable 
gross lesion present in the cervix, it is only common 
sense to subject it to histological study. Also, the smear 
is of limited value in the detection of endometrial cancer; 
a dilatation and curettage is generally preferable. The 


¢ The accuracy of diagnostic tests for carcinoma 
of the cervix was studied ina series of 5,617 women 
in whom cancer had not been previously diagnosed 
or treated. Each patient, in addition to a gyne- 
cologic history, abdominal and pelvic examinations, 
and cervical palpation and inspection, had multiple 
punch biopsies and cervical and vaginal smears. 

Of the 310 proved cases of cervical cancer in 
this series, 222 were correctly diagnosed by the 
initial smear. Analysis of the data for false-posi- 
tive, false-negative, and dubious or conflicting 
reports leads to the conclusion that the greatest 
value of the cervical smear lies in the detection of 
early cervical lesions and that it should be used 
as a screening technique for the detection of lesions 
in the grossly unremarkable cervix. 

The cervical smear and biopsy are complementary 
adjuncts in the detection of cancer. Definitive diag- 
nosis is never justified on the basis of one smear. 
Multiple biopsies are frequently necessary for com- 
plete clinical evaluation of the case before institut- 
ing definitive therapy. 


clinician does not need to study the smear in these 
lesions; however, in cases where there are no gross le- 
sions to examine by biopsy, particularly in cases of intra- 
epithelial cancer and in a minority of stage 1 cancers 
of the cervix, study of the cervical or vaginal smear is of 
special value to the clinician. 

Many doubtful and precancerous lesions of the cervix 
are initially discovered by the smear technique. Many 
investigators have called attention to the importance of 
the smear as a screening test for such cases. Anderson 
and co-workers * state that they “very much doubt if the 
use of cervical smears as a routine gynecological out- 
patient procedure would be justified, were [they] not 
convinced of the significance of the pre-invasive or latent 
lesion.” Others have said that the finding of a class 4 
smear more frequently points to the presence of a doubt- 
ful lesion than to a definite cancer. In a high percentage 
of patients with false-positive smears, basal cell hyper- 
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activity is demonstrated in the corresponding biopsy. 
This type of lesion is regarded with concern, especially 
when it is advanced, and careful prolonged follow-up is 
necessary, as a small number of these cases of basal cell 
hyperactivity undoubtedly terminate in cancer. The 
smear is of great value in following these potentially 
dangerous lesions. 
Methods 


A better understanding of the intricacies of the cyto- 
logical techniques is possible when the general charac- 
teristics of the method are reviewed. All epithelium, 
normal as well as cancerous, constantly sheds super- 
ficially placed cells. This process of exfoliation also 
takes place in the epithelial surfaces of the vagina, cer- 
vix, and uterine cavity. The exfoliated cells mix with 
normal secretions and accumulate in the vagina singly 
and in clusters. The quantity and type of cells accumu- 
lated depends largely upon the degree of proliferative ac- 
tivity of the respective epitheliums. There is a greater 
exfoliation of cells from malignant growths than from 
normal epithelium, but the numerical balance depends 
upon many factors, such as extent of proliferation, size 
of the lesion, necrosis, superficiality of the lesion, erup- 
tion and profusion of shedding, amount of bleeding, and 
proximity of the lesion to the vagina. It should be empha- 
sized, however, that even in advanced cases of cancer of 
the genital tract the normal cells usually far outnumber 
the malignant cells. Finding and interpreting these cells 
is a time-consuming task even for the experienced cytol- 
ogist. One of the advantages of the smear technique is 
that, because of exfoliation, it is possible to observe cells 
representing the entire epithelium of the genital tract in 
a single smear, not merely those cells reached by the 
curet or biopsy forceps. Another method that has over- 
come this disadvantage of the punch biopsy is surface 
biopsy, in which the ectocervix and lower endocervix are 
pared and long strips of surface epithelium are super- 
ficially excised and made available for study by ordinary 
histological staining techniques. This method is con- 
sidered by some to be superior to the smear technique. 

Considerable experience is required in the interpreta- 
tion of the morphological characteristics of cancer cells, 
and a thorough knowledge of the cytology in the normal 
cycle and in modified physiological and pathological 
conditions is presupposed. An understanding of both 
heteroplasia and differentiation is fundamental to the 
interpretation of isolated cells or smail clusters of cells 
in the vaginal smear. Adequate numbers of properly 
prepared and well-stained smears are prerequisites to a 
reliable diagnosis. Evaporation and drying of cells will 
often distort their morphology beyond recognition. The 
clinician should vary the technique of obtaining smear 
material with his diagnostic objective. Experience has 
shown that a smear from the cervix is superior to one 
from the posterior fornix in the diagnosis of early cervical 
lesions, while endometrial cancer can best be diagnosed 
by the examination of material aspirated from the upper 
cervical canal. The cytologist is usually of little help, 
however, in diagnosing well-differentiated adenocarci- 
noma of the endometrium. 

The morphological characteristics of cervical cancer 
are extremely variable, but occasionally a malignancy can 
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be suspected or diagnosed on the basis of a few highly 
aberrant cells. In general, early carcinoma of the cervix 
is characterized by a prevalence of abnormal cell forms 
of the parabasal type. The nuclei are enlarged and hyper- 
chromatic, but a differentiation between this type of 
lesion and advanced basal cell hyperactivity is often im- 
possible. In squamous cell carcinoma of the cervix there 
is usually a larger variety of more differentiated abnormal 
cells. The generally accepted diagnostic criteria are 
nuclear enlargement and activation, hyperchromasia, 
irregular fragmentation of the nucleus, engulfment, 
anisocytosis, anisokaryosis, and marked elongation of the 
cells. The numerous cell types and variations thereof at- 
test the complexity of the cytological diagnosis and ac- 
count for the extreme paucity of real experts in cytology. 

Histologically, the cellular components of the surface 
epithelium in intraepithelial cancer of the cervix are 
identical with those in clinical carcinoma, and the dif- 
ferentiation depends upon the state of the basement mem- 
brane rather than on cellular characteristics. Accurate 
differentiation of these lesions on the basis of exfoliated 
celis is difficult. We believe that the smear should there- 
fore merely be read as indicating malignancy, without 
reference to the clinical classification. 

Many local conditions in the genital tract influence the 
exfoliation of cells and alter cellular morphology. En- 
docrine disturbances, pregnancy, abortion, and meno- 
pause produce alterations in the cell pattern and mor- 
phological characteristics. Cervical and endometrial 
polyps result in excessive and irregular exfoliation. Ero- 
sion and infection of the cervix often produce an in- 
creased proliferation of parabasal cells, some of which 
show variations in the size and shape of nuclei. Tricho- 
monas infections tend to promote the exfoliation of 
atypical cells. Hyperkeratosis is also reflected in the vag- 
inal smear in the form of atypical anuclear cell types. 
Leukocytes, histiocytes, and hemorrhage not only con- 
fuse cell differentiation but complicate the technical as- 

ects of obtaining and preparing the smear for study. 


Effects of Pregnancy 


A special comment on cervical smears during preg- 
nancy is necessary, since certain alterations in cell type 
and pattern occur normally. These changes begin to 
appear as early as the sixth and seventh week. As preg- 
nancy progresses, the normal predominance of acido- 
philic superficial cells decreases and basophilic interme- 
diary or navicular cells gain dominance in the smear. The 
nuclei are generally larger, and there is a greater ratio of 
nucleus to cytoplasm than in superficial cells. Normally, 
the deeper parabasal cells are rarely seen and no true 
basal cells are in evidence. The general pattern of the 
navicular cells is one consisting of small, dense clusters. 
Many conditions prevalent in pregnancy tend to alter this 
normal picture. Some degree of inflammation is evident 
in the vast majority of smears taken during pregnancy. 
Local infections tend to cause a persistence of acidophilic 
cells. Occasionally Trichomonas infections during preg- 
nancy produce a proliferation of parabasal cells that are 
quite atypical in morphology. Myriads of bacteria, pro- 
fuse mucus, and varying numbers of histiocytes and leu- 
kocytes further complicate the picture. 
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In a study ° of cytological changes in the cervices of 
300 pregnant women, “atypical” parabasal cells were 
found to be evident in various degrees in 7.49%. None 


TaBLeE 1.—Correlation of Finding of Basal Cell Hyperactivity 
(Biopsy) with Finding of Parabasal Cells (Smear) 
in Cervices of Pregnant Patients * 


Basal Cell Hyperactivity 
Fonnd on Biopsy 


Review of the literature of recent years presents a 
confused picture of the accuracy that the clinician may 
expect from the cytological laboratory (table 2). A great 
variation exists in the standards employed in the pub- 
lished reports. The majority of investigators, however, 
base the accuracy of the smear on the percentage of posi- 
tive smears in patients with histologically proved cancer 
of the cervix or endometrium. A suspicious smear is 
generally regarded as falsely negative unless it has been 


(20 Cases) Ss followed by a positive one. The reported accuracy of 
ta ae eee smear diagnosis in frank clinical cervical cancer varies 
Normal parabasal cells ¢.............. 6 30.0 59 SS from roughly 70 to 75% up to 95 to 100%. The relative 


* Data from Nesbitt and Hellman,? table X, p. 1s. Chi square equals 


+ Occasional normal parabasal cell omitted. 


of these smears was considered sufficiently abnormal to 
justify a diagnosis of malignancy (class 4). Normal-ap- 
pearing parabasal cells were evident in 21.6% (para- 


great variations in reported data attest the discrepancies 
in technique, diagnostic criteria, and standards employed, 
as well as individual variations in enthusiasm for the 
method. Some authors undoubtedly consider as false-. 
negative only those smears diagnosed as completely 
normal. Other cytological studies are not correlated with 
adequate objective clinical and histological findings. 


TABLE 2.—Representative Studies on the Accuracy of Cytological Diagnosis in Cervical Cancer 


Squamous 


Intraepithelial 
Carcinoma Careinoma 


of Cervix of Cervix 
Studied, Accurate, Accurate, 
Observer Total No. % No. % 
Isbell, N. P., and others: Am. J. Obst. & Gynec. 54: 576, 1947............... 1,000 vs 97.5 ates 
Scheffey, L. C., and others: Am. J. Obst. & Gynec. 55: 453, 1948............ 500 zi 70.2 sick 
Cromer, J, K., and others: M. Ann. Distriet of Columbia 17: 272, 1948...... 290 30 71.05 sacs 
Papanicolaou, G. N.: Am. J. Clin, Path. #9: 301, 124 90.0 
Graham, R. M., and Meigs, J. V.: Am. J. Obst. & Gynec. 58: 843, 1949..... 8,131 432 99.0 40 87.5 
Botsford, T. W., and Tucker, M. R.: J. A. M. A. 142: 975 (April 1) 1950.... 3,000 43 
Burns, E. L., and others: Arch. Path. 50: 699, 6,437 85.0 
Nieburgs, H. E., and Pund, E. R.: J. A. M. A. 142: 221 (Jan. 28) 1950....... 10,000 106 81.1 68 82.3 
Reicher, N. B., and others: Am. J. Obst. & Gynec. 59: 860, 1950.............. 3,500 ‘ 67 94.1 en cam 
Achenbach, R. R., and others: Am. J. Obst. & Gynec. 61: 385, 1951......... 60 fs ves 60 72.0 
Cuyler, W. K., and others: Am. J. Obst. & Gynec. 62: 262, 1951............. 15,217 409 91.5 9 23.+ 
Day, E., in Symposium on Exfoliative Cytology, New York, American 
Reagan, J. W., and Schmidt, R. T. F.: J. A. M. A. (45:82 (Jan, 18) 1951.. 918 60 100.0 12 91.0 
Gusberg, 8S. B.: Am. J. Obst. & Gynec. 65: 1073, 11,019 110 84.2 50 83.4 
Daro, A. F., and others: Am. J. Obst. & Gynec. 65: 364, 1953................ 43 95.3 “s a 


basal cells present in every high-power field). By “nor- 
mal” was meant that the cell type conformed to the 
general configuration and characteristics of its particular 
layer of epithelium. The “atypical” cells had lost the 
configuration and characteristics ascribed to their particu- 
lar layer and had undergone nuclear or cytoplasmic al- 
terations. Of the 300 initial smears studied, it was sus- 
pected that 0.7% indicated malignancy (class 3 smear) 
because of their atypical cellular changes. There was a 
distinct correlation between the occurrence of basal cell 
hyperactivity in the biopsy specimen and the appearance 
of parabasal cells in the smear (table 1). When the figures 
for normal and atypical parabasal cell smears were com- 
bined, it was found that parabasal cells appeared in 85% 
of patients showing basal cell hyperactivity in the biopsy 
specimen and in only 39% of those in whom basal 
cell hyperactivity was absent. There was no such correla- 
tion evident between the occurrence of epidermidaliza- 
tion in the biopsy specimen and the finding of parabasal 
cells in the smear. The alterations persisted for a longer 
period post partum in the cervical smear than in the bi- 
opsy findings and suggested the importance of the smear 
as a tool in the follow-up of suspicious cases. 


Confidence in the smear technique presupposes a thor- 
ough understanding of the advantages, disadvantages, 
and pitfalls of the method. The smear can be employed 
to advantage only if one is cognizant of one’s attainments 
and deficiencies in the techaique. It is with this additional 
objective that we have undertaken a correlated study of 
the relative efficiency of the cervical smear and biopsy in 
detecting carcinoma of the cervix. 


Present Study 


The material for this report was obtained chiefly from 
the records of the cancer detection clinic of the Johns 
Hopkins Hospital over an eight-year period (1947-1954 
inclusive). Additional records for study were obtained 
from the radium clinic and the private gynecologic serv- 
ice. As a part of the routine examination in the cancer 
detection clinic, each patient was evaluated by means of 
a gynecologic history as well as abdominal and pelvic 
examinations. In addition to cervical palpation and in- 
spection, a routine multiple punch biopsy specimen and 
cervical and vaginal smears were obtained. An Ayre 
spatula was employed to obtain the cervical smear by the 
standard technique, whereby the spatula scrapes the sur- 
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face of the ectocervix, with the os being used as the 
center of the arc. Additional smears were obtained from 
the posterior fornix. Homogeneous, uniform smears were 
made on clear glass slides and the slides fixed in 50% 
alcohol-ether solution. Biopsy specimens were taken 
from each of four quadrants of the cervix at the squamo- 
columnar junction with a Gayler biopsy forceps. The 
biopsy specimens were fixed in Zenker’s solution and 
stained with hematoxylin and eosin by the gynecologic 
pathology laboratory. The cervical smears were stained 


TaBLe 3.—Analysis of Results of Papanicolaou Smears in 5,617 


Patients 
No. % 
Smear and biopsy 4,735 84.3 
Smear and biopsy indicated ecarcinoma.............- 216 3.8 
False-positive 124 2.2 
Positive smear correct; negative biopsy incorrect.... 10 0 


by the Papanicolaou technique and diagnosis nade by 
the cytology laboratory of the Maryland State Depart- 
ment of Health. The staff of this laboratory has been 
relatively constant throughout the period of this study. 
The accuracy of diagnosis from this laboratory has been 
previously reported as high by one of us (C. B. B.).° 

During the eight years of this study, 5,617 women of 
all ages received the diagnostic tests described ‘above. 
Those women who were subjected to only one or another 
of these procedures have been excluded from the study. 
In addition, patients with previously diagnosed cancer 
or patients already partially or totally treated for cancer 
were eliminated from the study group. In the cases 
where there was a discrepancy between the biopsy and 
smear findings, a thorough follow-up was carried out to 
determine which was the false test. 


Analysis of Results 


The Total Study.—Of the 5,617 women examined, 
4,735 (84.3% ) had normal smears and biopsy speci- 
mens and 216 (3.8%) were shown to have cervical 
cancer by the smear and biopsy. The results of this study 
are summarized in table 3. We were interested to see 
that, of the 376 women with doubtful smears, 45 
(12.0% ) were shown to have cancer in the correspond- 
ing biopsy. An additional 77 (20.5%) of the women 
with doubtful smears were shown histologically to have 
some degree of basal cell hyperactivity that necessitated 
follow-up studies. The following information shows the 
relative efficiency of the cervical smear. In the total 
study there were 310 proved cases of cervical cancer. 
The absolute accuracy of diagnosis by the initial smear 
was 71.6% (222 of 310 cases). The smear was doubt- 


fully positive in an additional 45 cases (14.5% ). When 


the initial smear was positive or doubtful (class 3) the 
accuracy was 86.1%. A false-negative smear was ob- 
tained in 11.3% and an unsatisfactory smear in 2.6%. 
It should be pointed out that only 13 (4.2% ) of the 310 
initial biopsies failed to show carcinoma. 

The Last Year of the Study.—The 1,019 cases from 
the last year of the study (1954) have been evaluated as 
a special group. Our principal objective in this ap- 
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praisal is to test our current efficiency in diagnosing cervi- 
cal cancer with the smear as compared with our efficiency 
over the totai eight-year period. We also wish to carefully 
evaluate the histological findings when false-positive 
smears are obtained. The 2.2% of false-positive smears 
in the total study are not disconcerting if they ferret out 
suspicious, precancerous, and potentially dangerous le- 
sions of the cervix that require follow-up studies. Our, 
final purpose is to evaluate the relative efficiency of the 
cervical smear in detecting intraepithelial cancer as op- 
posed to clinical carcinoma, for in the gross clinical le- 
sions we need little additional diagnostic assistance. 

There was some improvement in our diagnostic effi- 
ciency with the cervical smear in the last year of the 
study (table 4). The absolute accuracy of the smear was 
79.2% (38 of 48 proved cancer cases). It is interesting 
to note that there were no doubtful smears in this group, 
which suggests more confidence on the part of the cytol- 
ogists. The efficiency of the smear, however, still fell 
below that of the biopsy, by which technique 42 of 48 
proved cases (87.5%) were initially diagnosed cor- 
rectly. Contrary to most published reports, the efficiency 
of the smear in our series was greater in the detection of 
preinvasive lesions than for the total group of cancer 
cases (87.5% for the former and 79.2% for the latter), 
while the efficiency of the biopsy was not greatly different 
in the two groups (87.5% as opposed to 91.7% ). The 
size of the statistical samples probably explains the slight 
variation in the figures for the two biopsy groups. The 
value of the smear in diagnosing early lesions of the cervix 
was gratifying, since this is the type of lesion that the 
punch biopsy is most likely to miss (table 5). 

Table 6 is a detailed correlation of histological and 
cytological findings in the last 1,019 cases. Several im- 
portant points can be gleaned from this tabulation. We 
were anxious to investigate the twofold increase in false- 
positive smears in the last year of the study (5.3% com- 
pared with 2.2% for the total study). When these 
patients were studied individually, 37 of the total 54 had 


TABLE 4.—Analysis of Total Proved Cancer Cases Among Last” — 
1,019 Patients 


No. % 
Total proved cases of 48 100.0 
Smear 
Biopsy 


* Three cases were diagnosed as questionable intraepithelial carcinoma 
of the cervix. 


histological changes in the direction of basal cell hyper- 
activity (68.5% ). Of these 37, 6 (16.2% ) were diag- 
nosed histologically as having questionable intraepithelial 
carcinoma. Also, 31 (35.6%) of 87 patients with doubt- 
ful smears showed basal cell hyperactivity in the corre- 
sponding biopsies, two of which were suspected to be 
indicative of intraepithelial cancer. Of special interest 
is the fact that only 37 (4.5%) of the 813 ceivices in 
which the smear findings were negative showed basal cell 
hyperactivity histologically. This evidence corroborates 


, 
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our previous experience with the cervical smear during 
pregnancy and points to the value of this technique in 
discovering early and precancerous lesions. The total 
incidence of basal cell hyperactivity in 1,019 consecutive 
patients examined histologically was 10.3%. 

In the total series there were three cases (0.3% ) in 
which the smear was correctly positive and the biopsy 
was incorrectly negative. A small number of cases 


TABLE 5.—Analysis of Proved Cases of Intraepithelial 
Carcinoma Among Last 1,019 Patients 


No. % 
Total proved cases of intraepithelial cancer....... 24 100.0 
Smear 
Biopsy 


(0.6%) were incorrectly diagnosed by both techniques. 
Three cases were considered normal by smear and biopsy 
until subsequent studies proved the cervix to be cancer- 
ous, while in two cases cancer was indicated by initial 
smear and biopsy but all subsequent studies were nega- 
tive. 

Smear Versus Biopsy 


We should like to emphasize that the cervical smear 
and biopsy are complementary adjuncts in the detection 
of cancer and should be pitted one against the other 
only for study purposes. Also, definitive therapy or diag- 
nosis is never justified on the basis of one smear and 
seldom if ever justified from the findings of one biopsy. 
More often than not, repeated studies and a period of 
follow-up are required, with the pathologist and cytolo- 
gist requesting larger amounts of tissue or cells for study. 
This is particularly true in cases of preinvasive and early 
invasive cancer of the cervix. 

The increased incidence of hyperactive lesions of the 
cervix during pregnancy justifies rather routine diag- 
nostic tests during this period. Pregnancy, however, puts 
certain limitations on the time and frequency of diag- 
nostic procedures and the amount of tissue that can be 
safely removed for study. The safety and simplicity of 
the cervical smear technique make it a valuable means 
of evaluating the cervices of pregnant patients. When- 
ever possible, the smear should be supplemented with 
histological studies; however, the close correlation of 
the two methods, as well as the special value of the smear 
in detecting nonclinical lesions, justifies confidence in use 
of the smear alone as a screening technique. The exten- 
sive techniques of surface biopsy and conization are 
seldom justified during pregnancy for the diagnosis of 
nonclinical lesions. Experience has shown, however, that 
careful taking of multiple punch biopsy specimens be- 
tween the fourth and eighth months does not jeopardize 
the pregnancy. Less bleeding is encountered when the 
forceps is left in place for several minutes prior to re- 
moval of tissue so as to crush and thrombose the vessels. 
The forceps should be removed by twisting rather than 
by applying direct traction. Tamponade of the biopsy 
site with a spgnge stick for several minutes will control 
bleeding in the vast majority of patients. A few patients 
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may require silver nitrate cauterization before satisfac- 
tory hemostasis is established. Safe as biopsy may be 
under certain prescribed conditions, some patients war- 
rant repeated studies during pregnancy; in these cases, 
the cervical smear is probably the safer procedure. 


Summary and Conclusions 


Over the eight-year period from 1947 to 1954, 5,617 
women were studied at the Johns Hopkins Hospital by 
cervical smear, vaginal smear, and biopsy. An Ayre 
spatula was employed to obtain the smears by the stand- 
ard technique. Biopsy specimens were taken from at least 
each of four quadrants of the cervix at the squamocolum- 
nar junction with a punch biopsy forceps. 

Of the total of 5,617 women, 4,735 (84.3% ) had a 
normal smear and biopsy, while 216 (3.8% ) were given 
a diagnosis of cervical cancer by both smear and biopsy. 
The incidence of doubtful smears was 6.7%, of false- 
positive smears 2.2%, and of false-negative smears 
0.6%. Of the women with doubtful smears, 12% were 
shown to have cancer and 20.5% were shown to have 


‘basal cell hyperactivity in the corresponding biopsy. 


TABLE 6.—Analysis of Papanicolaou Smear Findings in Relation 
to Biopsy Findings in Last 1,019 Cases Studied 


No. 


Biopsy and Smear Findings poe SY) % 
Negative smear and biopsy................00..008 813 79.8 
Basal cell hyperactivity 37 
Smear and biopsy indicated carcinoma.......... 35 8.4 
Epidermoid 15 
False-positive 54 5.3 
Basal cell hyperactivity 31 
Questionable intraepitheliai earcinoma (basal 
False-negative smear and positive biopsy........ 6 0.6 
5 
56 
Basal cell hyperactivity 29 
Questionable intraepithelial earcinoma (basal 
Unsatisfactory smear........ 10 1.0 
ena positive smear and incorrect negative 
eh cs 3 0.3 
Smear and biopsy incorrectly negative; cancer 
Smear and biopsy incorrectly positive; both 
subsequently 2 
Benign smear; incorrect positive biopsy....... 1 


* Total incidence of basal cell hyperactivity, 10.3%. 


In 310 proved cases of cervical cancer, the absolute 
accuracy of diagnosis by the initial smear was 71.6% 
(222 of 310 cases), and the smear was doubtfully positive 
in an additional 14.5% (45 cases). When the initial 
smear was positive or doubtful (class 3), the accuracy 
was 86.1%. The accuracy of the initial biopsy in this 
study was 95.8%. 

There was some improvement in our diagnostic ef- 
ficiency with the cervical smear in the last 1,019 cases. 
The absolute accuracy was 79.2% of 48 proved cases of 
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PERICARDIAL 


cancer. Contrary to most published reports, the efficiency 
of the smear was greater in the detection of preinvasive 
lesions (87.5% ) than for the total group of cancer cases 
(79.2%). The accuracy of the initial biopsy was some- 
what higher and about equal for the two types of lesions 
(87.5 and 91.7% respectively ). 

There was a 68.5% incidence of basal cell hyperac- 
tivity, shown histologically, in the 54 cases where there 
were false-positive smears, and 35.6% of the patients 
with doubtful smears showed basal cell hyperactivity in 
the biopsy. Only 37 (4.5%) of the 813 cervices shown 
by the smear to be free of lesions showed basal cell hy- 
peractivity histologically. The total incidence of basal 
cell hyperactivity in the last 1,019 consecutive patients 
in whom biopsy was done was 10.3%. In this series there 
were three cases (0.3%) in which the smear was cor- 
rectly positive for cervical cancer and the biopsy was 
incorrectly negative. 

The greatest value of the cervical smear lies in the de- 
tection of early cervical lesions; it should be used as a 
screening technique for the detection of lesions in the 


grossly unremarkable cervix. The method has particular . 


merit in the diagnosis of intraepithelial cancer and a 
minority of stage 1 cancers. A high percentage of false- 
positive smears show varying degrees of basal cell hy- 
peractivity in the corresponding biopsy, and this is a sig- 
nificant lesion that requires follow-up. Histological con- 
firmation of doubtful or positive cytological findings is 
required before definitive therapy of the lesion is justified. 
The majority of advanced cases of cancer detected by the 
smear will be easily diagnosed by other procedures. 


BIOPSY—PROUDFIT AND EFFLER 
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When an easily recognizable gross lesion is present in the 
cervix, it is only common sense to subject it to histological 
study. The cervical smear and biopsy are complementary 
adjuncts in the detection of cancer. Definitive diagnosis 
is never justified on the basis of one smear, and multiple 
biopsies are frequently necessary to completely evaluate 
the case clinically before the institution of definitive 
therapy. 

Pregnancy puts certain limitations upon the time and 
frequency of diagnostic procedures and the amount of 
tissue that can be safely removed for study; therefore, 
the safety and simplicity of the cervical smear technique 
make it a valuable means of evaluating the cervices of 
pregnant patients. Whenever possible, the smear should 
be supplemented with histological studies; however, the 
close correlation of the two and the special value of the 
smear in detecting nonclinical lesions justifies confidence 
in the smear method. 

It is hoped that this appraisal of the advantages, dis- 
advantages, and pitfalls of the method will reconcile 
some of the differences of opinion among gynecologists 
as to the ultimate value and applicability of vaginal and 
cervical cytological techniques. 
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DIAGNOSIS AND TREATMENT OF CARDIAC PERICARDITIS 
BY PERICARDIAL BIOPSY 


William L. Proudfit, M.D. 


Donald B. Effler, M.D., Cleveland 


The development of chemotherapeutic and antibiotic 
agents has increased the importance of specific etiological 
diagnosis of infectious disease. Chronic pericarditis is an 
unusual condition, but it occurs more commonly than 
is generally believed. The etiology of the condition is 
sometimes obscure. In bacterial pericarditis the findings 
on examination of the pericardial fluid may be diagnostic, 
‘but in tuberculous pericarditis the findings on direct 
smears, cultures, and guinea pig inoculations of the fluid 

‘often are not. Histopathological and bacteriological ex- 
aminations of the diseased pericardium may be of assist- 
ance in diagnosis and should be considered in selected 
cases. In this study an operative technique for pericardial 
biopsy and for treatment of significant pericardial effu- 
sion is described, and the results of its application in 16 
cases are presented. Technique 

The method employed has two objectives: (1) to ob- 

tain pericardial tissue for histopathological and bacterio- 


From the departments of cardiovascular disease and thoracic surgery, 
the Cleveland Clinic Foundation, and the Frank E. Bunts Educational 
Institute. 


* Pericardial biopsy was performed in 16 patients, 
including 6 with hemorrhagic pericarditis. In one 
case of tuberculous pericarditis the duration of 
symptoms had been 60 months. The procedure per- 
mitted direct inspection of the pericardial sac, cul- 
ture of fluid and tissue, and drainage of the effusion 
fluid into the left pleural cavity. Abrupt release of 
fluid in cases of pericardial tamponade caused no 
difficulties, and postoperative reactions were mild. 


logical studies and (2) to create a pleuropericardial hiatus 
for drainage of effusion fluid into the adjacent pleural 
space. Both objectives can be accomplished by removal 
of a “button” in the dependent portion of the pericardial 
sac. Although the technique itself is simple, the nature of 
the disease adds an appreciable element of risk. Every 
precaution must be taken to avoid the development of 
anoxia. 


Anesthesia.—Premedication consists of pentobarbital 
sodium administered intravenously at the time of induc- 
tion; atropine sulfate should not be given because it may 
produce tachycardia. After the barbiturate has been ad- 
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ministered, a 4% cocaine ointment is applied topically 
to the pharynx, vocal cords, and trachea in the manner 
usua'ly employed for bronchoscopic examination. An 
endotracheal tube then is inserted, and the administration 
of oxygen under positive pressure is begun and continued 
throughout the procedure. As the left anterior part of 
the thorax is prepared for surgery, the patient remains in 
a supine position. Intercostal block anesthesia is obtained 
by injection of 1% procaine solution; additional pro- 
caine can be injected, as needed, in each plane of the 
chest wall. Local anesthesia can be maintained by the 
method described. The anesthesia may be supplemented 
by the use cf thiopental sodium, but the level should be 
maintained at the lightest plane possible. Inhalation 
agents such as ether, nitrous oxide, cyclopropane, and 
ethylene are unnecessary and inadvisable. 


Operation.—A 3-in. incision is made in the 
fifth left interspace (fig. 1A and B). The pleural 
space is entered through the intercostal muscle, 
and it rarely is necessary to resect rib or car- 
tilage. A baby rib spreader will provide adequate 
exposure. The underlying lung must be fully 
expanded by positive-pressure oxygen at all 
times. The site for biopsy is selected; it usually 
is near the apex of the heart and anterior to the 
phrenic bundle. Pericardial fat may be removed 
for added exposure (fig. 1C). A mattress suture 
is placed in the pericardium at the selected site 
and held taut for traction (fig. 1D and E). The 
button is outlined by a knife blade, and the 
pericardial sac is entered (fig. 1F and G). When 
fluid is present, specimens are taken for labora- 
tory study and the excess fluid is allowed to 
escape; abrupt release of the tamponade has 
caused no difficulties. If the pericardium is ad- 
herent to the underlying epicardium, scissors 
dissection is employed to trim away the speci- 
men. With sterile precautions the button is di- 
vided; one half is used for pathological study, 
and the other is placed in a sterile tube for 
bacteriological studies. The pericardiotomy is 
left open, and residual fluid is allowed to escape 
into the adjoining pleural cavity. The incision 
is closed with pericostal absorbable surgical (cat- 
gut) sutures and approximated in all layers. 
Pleural drainage occurs through a catheter 
brought out through a stab wound in the lateral 
chest wall and connected to a waterseal suction 
apparatus (fig. 2). 


Postoperative Care.—An upright roentgenogram is 
obtained on the first postoperative day. The pleural drain 
is removed on the first to the fifth postoperative day. 
Selection of the antibiotics and other medicaments and 
the time of ambulation depend upon the individual case. 


Review of Cases 


The pertinent data in 16 patients who underwent peri- 
cardial biopsy are summarized in the table. Fifteen of the 
16 patients are living, and 14 are well. In one case (see 
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table, case 1), previously reported,’ culture of the tissue 
yielded acid-fast organisms, although the microscopic 
appearance of the tissue was not characteristic. In an- 
other case (case 14) culture of the fluid was sterile, but 
Streptococcus viridans was found on culture of the peri- 
cardial tissue; this patient recovered following penicillin 
therapy. In five cases of chronic hemorrhagic pericar- 
ditis (cases 3, 5, 7, 11, and 16) culture of the fluid and 
tissue was sterile and histopathological examination of 


Fig. 1.—Schematic description of pericardial biopsy technique. A and B, the site and 
the extent of the thoracotomy incision. C, pericardial fat dissected from the underlying 
pericardium for added exposure. D, E. F, and G, simplified technique of obtaining 
pericardial fluid and pericardial tissue for culture and histopathological examination. 
The suture used permits traction of the pericardium and facilitates aspiration of fluid 
and incision; traction elevates the pericardium and reduces the hazard of trauma to 
underlying myocardium or coronary vessels. 


the tissue showed nonspecific inflammation. Each of 
these five patients recovered completely, although the 
specific cause of the effusion was not established. Nine 
patients (cases 1, 2, 3, 5, 6, 7, 12, 13, and 15) received 
antimicrobial therapy, consisting of streptomycin and 
aminosalicylic acid, although only one of these patients 
(case 1) had a positive bacteriological culture (see 
table). The treatment was given on an empirical basis 
and may have contributed little to the ultimate recovery 
of the eight patierts whose cultures were sterile. 
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In each of three patients (cases 8, 9, and 10) the eti- 
ology of the condition was unusual. In case 8, a massive 
bloody pericardial effusion resulted from an intraperi- 
cardial recurrence of a previously resected thymic carci- 
noma. Roentgen therapy has been followed by a pro- 
longed remission. A thymoma also was removed from 
another patient (case 10), and radiation therapy was ad- 
ministered following operation. About one year post- 
operatively a large pericardial effusion was discovered 
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nign fibrinous pericarditis. Postoperatively, he recovered 
satisfactorily and has had no recurrence. Cardiac en- 
largement was found at operation in the patient of case 
4, and examination of the pericardial tissue showed only 
nonspecific inflammation. A diagnosis was not estab- 
lished, and about 17 months postoperatively this patient 
died elsewhere; postmortem examination was not per- 
formed. In one patient (case 15) recurrent pericarditis® 
occurred over a period of 21 months. Histopathological 


Data from Sixteen Patients Who Underwent Pericardial Biopsy 


Dura- 
tion 
of 
Symp- 
Case Age, toms, Dateof 
No. Yr. Se Diagnosis Mo. Biopsy Effusion 
1 45 M Tuberculous peri- 60 5/15/50 None 
earditis 
2 55 M Pericarditis, chronic 1 10/ 2/50 None 
nonspecific 
3 30 F Pericarditis, chronic 444 12/18/50 ee, 
hemorrhagic bloody 
uid 
4 48 M Pericarditis, chronic § 2/ 6/51 None 
nonspecifie 
5 27 M Pericarditis, chronic 5 4/ 2/51 600 ee. 
hemorrhagic bloody 
fluid 
6 41 M Pericarditis, chronic 9 9/17/51 None 
nonspecific 
7 49 M Pericarditis, chronic 4% 11/ 1/51 500 ee. 
hemerrhagic bloody 
fluid 
47 M Malignant pericardial % =611/28/52 3,500 ce 
effusion; thymic car- bloody 
cinoma excised id 
7/20/49 
9 31 F Chylopericardium ; 9 12/15/52 1,100 ee 
congenital lymph- chylous 
angiomatous ham- fluid 
artoma of medias- 
tinun 
10 83 F Radiation fibrosis 1% 5/12/54 500 ec. 
of pericardium straw- 
colored 
fluid 
I 46 F Pericarditis, chronic 1% 6/16/54 1,000 ee. 
hemorrhagie bloody 
fluid 
12 44 M Pericarditis, chronic s 9/12/54 None 
nonspecific 
18 53 M Pericarditis, ehronie 2 11/18/54 None 
nonspecifie 
14 44 F Pericarditis, chronic % «9/565 ee. 
bacterial bloody 
fluid 
15 29 M Pericarditis, chronic 21 6/21/55 None 
nonspecific 
16 55 F Pericarditis, chronie A 9/21/58 500 ee. 
hemorrhagic straw- 
eolored 
uid 


Remarks 


Tissue cultures, positive 
for acid-fast bacilli 


Bacteriological cultures, 
negative 


Bacteriological cultures, 
negative 


Bacteriological cultures, 
negative 

Bacteriological cultures, 
negative 


Bacteriological cultures, 
hegative 


Bacteriological cultures, 
negative 


Intrapericardial metas- 
tases compatible with 
thymic carcinoma 


Sudan III recovered in 
pericardium after fat 
meal 


Malignant thymoma 
excised 4/6/58; followed 
by roentgen therapy 
anterior mediastinum 


Bacteriological cultures, 
negative 


Bacteriological cultures, 
gative 


Bacteriological cultures, 
negative 


Tissue cultures produced 
treptoecoceus viridans; 
fluid cultures sterile 


Bacteriological cultures, 


Therapy 


Antimicrobial (strep- 
tomycin-aminosali- 
eylic acid) 

Antimicrobial (strep- 
tomycin-aminosali- 
eylie acid) 

Pleuropericardial 
window; antimicro- 
bial (streptomycin- 
aminosalicylie acid) 

Symptomatie 


; antimicro- 
bial 
aminosalicylic acid) 


Antimicrobial (strep- 
tomycin-aminosali- 
cylic acid) 

Pleuroperieardial 
window; antimicro- 
bial (streptomycin- 
aminosalicylic acid) 


Roentgen therapy 
following pleuro- 
pericardial window 


Bilateral pleuroperi- 


cardial window; liga- 


tion thoracie duct 
Pleuropericardial 
window 


Pleuropericardial 
window 


Antimicrobial (strep- 
tomycin-aminosali- 
eylie acid) 

Antimierobial (strep- 
tomycin-aminosal- 
cylic acid-isoniazid) 

Pleuropericardial 
window; penicillin 


Antimicrobial (strep- 


Results 


Immediate clinical im- 
provement; recurrent 
episode 5 yr. later 

Recovered, no reeur- 
rence 


Recovered, no recur- 
rence 


mo. postopera- 


Pre red, no recu 

rence; fluid 
from left pleural 
Space on 5th post- 
operative day 
Clinically well 3 mo 
postoperatively; lost 
to follow-up 
Recovered; electro- 
cardiographic evi- 
dence of old myo- 
cardial infarction at 
time of original 


Recovered; working 
steadily in good 
health 3 yr. post- 
operatively 

Chylopericardium re- 
curred after left peri- 
cardotomy; no recur- 
rence since ligation 
of thoracic duct 
3/16/53 

Recovered, no recur- 
rence of effusion; 
therapy for my- 
asthenia gravis con- 
tinues 

Recovered, no recur- 
rence 


Recovered, no recur- 
rence 

Recovered, no recur- 
nee 

Recovered, no recur- 
rence 


Three reeurrences 


negative tomycin-aminosali- postoperatively 
eylie acid) 
Bacteriological cultures, Pleuropericardial Prompt recovery 
gative window 


and pericardial biopsy was performed. The tissue showed 
microscopie evidence of radiation fibrosis; there was no 
recurrence of the effusion subsequently. Radiation fibro- 
sis must be a rare cause of pericardial effusion, which 
can be diagnosed only by biopsy. In case 9, previously 
reported,” a lymphangiomatous hamartoma of the medi- 
astinum was found in association with a true chyloperi- 
cardium. In three cases pericardial biopsy did not yield 
helpful diagnostic or therapeutic results. In retrospect, 
it is thought that the patient in case 2 had recurrent be- 


examination of the excised pericardium showed only 
nonspecific inflammatory reaction, and culture was ster- 
ile. Since operation, the patient has had three recur- 
rences of pain and mild fever, controlled by the use of 
corticotropin (ACTH). The cause of the disease remains 
obscure. 


In this series there were no operative ccuntiouidi 
and the postoperative reactions were mild. In most cases 


the temperature was normal after the second postopera- 
tive day. 
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Comment 


An appreciable risk is incurred in repeated para- 
centesis for the diagnosis and treatment of pericardial 
effusion. Cardiac arrhythmias, syncope, laceration of 
the heart and coronary arteries, and pneumothorax are 
occasional complications. More important, however, are 
the limitations of the technique in investigation and 


Intercos- 
tal cath- 
Pericardial yeter 
“window” 
Fluid 
Level 
Water- 
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Fig. 2.—Surgical drainage of pericardial effusion by the pericardial 
window. A, contour relationship of the pericardium to the left pleural 
Space in a patient with pericardial effusion. The heart may be normal in 
size; the cardiac silhouette conforms to the volume of pericardial effusion. 
The degree of tamponade, if any, will depend upon the volume of effusion 
and the elasticity of the diseased pericardium. B, the pericardial window 
is opened at the most dependent portion of the pericardial sac through 
the left side of the thorax. This permits the effusion fluid to drain into 
the left pleural space, which, in turn, is drained by an intercostal catheter 
connected to waterseal suction, Closed drainage of the pleural space may 
be carried on for three to five days or longer, if necessary; occasionally, 
pleural thoracentesis may be necessary if pleural absorption or drainage 
is not adequate, 


treatment of unusual forms of pericarditis. Failure to 
obtain fluid does not connote its absence, and sterile 
culture of the pericardial fluid does not rule out the pres- 
ence of a specific organism within the pericardium. In 
addition, an inexperienced operator often withdraws the 
aspirating needle when a bloody fluid is encountered, 
because he fears that one of the ventricular cavities has 
been entered. 

Creation of a pleuropericardial window offers distinct 
advantages over aspiration of fluid by needle. Tissue is 
obtained for culture and pathological examination, and 
all available pericardial fluid is aspirated. If additional 
fluid is formed by the pericardium, cardiac tamponade 
does not result, because the fluid drains into the left 
pleural space. In only one patient in this series (case 5) 
was it necessary postoperatively to aspirate fluid from 
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the pleural space (fig. 3). The pleura has a much more 
absorptive surface than does the pericardium. Drinker 
and Field * showed experimentally that absorption of 
Ringer’s solution by the pericardium is slow and that 
there is little absorption of serum over long periods. 
Stewart, Crane, and Deitrick * arrived at similar con- 
clusions concerning the human pericardium. The pos- 
sibility of contamination of the pleura by infected peri- 
cardial fluid must be recognized. In our series, in which 
sufficient time elapsed postoperatively and a significant 
number of biopsies were performed, there was no evi- 
dence to suggest transmission of the pericardial disease 
to the pleura. It is possible that antibiotic agents offer 
some protection to the healthy pleura. Williams and 
Soutter ° recently reported their results with the creation 
of a pericardial window in the treatment of tamponade 
due to pericardial effusion. The procedure was successful 
in five cases of neoplastic pericarditis, and it could not 
be accomplished in one. The same technique was em- 
ployed for the relief of tamponade in three cases of non- 
specific pericarditis. It is not clear whether these cases 
showed evidence of hemorrhagic pericarditis. se three 
patients did well following surgery. 

Six cases of hemorrhagic pericarditis are included i in 
our series. One patient had pericarditis secondary to 
infection with Str. viridans, but the remaining five had 
pericarditis of undetermined etiology. Most of the five 
patients had experienced mild symptoms due to peri- 
carditis for months, and the clinical course was not 
that usually associated with benign pericarditis. Pain 
was not a striking symptom in any patient, and fever was 
mild and intermittent in all cases except one, in which 
it was slight but persistent. Cardiac tamponade was a 
minor feature in three cases and important in one. In 
each case histopathological examination of the tissue 
showed both acute and chronic inflammation, and cul- 
tures of the tissue and fluid were sterile. It is thought that 
these patients had chronic nontuberculous effusive peri- 
carditis, possibly of viral origin. 

The obvious presence of blood elements in the peri- 
cardial sac of our five patients having hemorrhagic peri- 
carditis of undetermined etiology is impressive. In these 


Fig. 3.—A, preoperative roentgenogram of patient in case 5, showing 
cardiac enlargement due to hemorrhagic pericarditis. B, roentgenogram 
on the second postoperative day, showing accumulation of fluid in the 
left pleural space. This fluid was aspirated on the fifth postoperative day. 
This was the only instance in which thoracentesis was performed. C, 
roentgenogram taken three weeks postoperatively. 


cases it appears likely that bleeding occurred during the 
acute phase of the disease, and subsequently some clot- 
ting developed with centrifugation of the blood elements 
to the exposed surfaces of both the visceral and the 
parietal pericardium. A similar process is seen after 
fresh bleeding into a pleural space; the blood is usually, 
but not always, absorbed. When a hemothorax becomes 
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chronic, there is a thickened fibrous membrane that lines 
the involved pleural surfaces and restricts motion of 
the underlying lung. It appears that this process may 
occur in the pericardial sac after acute hematopericar- 
dium associated with infection. If the blood is absorbed 
spontaneously, a nonconstrictive adherence between epi- 
cardium and pericardium results. When, however, the 
pericardium is lined with a thick cortex, the limited ab- 
sorptive powers of the pericardium are impaired and fluid 
may then collect in the pericardial sac as a result of 
Osmotic tension similar to that of subdural hematoma. 
Cardiac tamponade may result after the acute inflamma- 
tory episode has subsided. 

Barker and Johnston reported the occurrence of 
chronic nontuberculous pericarditis in three young men, 
two of whom had been ill for about five years and the 
third for seven months. It is possible that these cases 
represent a later stage of hemorrhagic pericarditis of 
undetermined etiology. The etiology of chronic con- 
strictive pericarditis is obscure in many instances al- 
though some cases are due to tuberculosis. Hemorrhagic 
pericarditis may be a precursor of constrictive peri- 
carditis. Ehrenhaft and Taber * report only limited suc- 
cess in attempts to produce chronic constrictive peri- 
carditis in dogs by injection of blood and lipid fractions 
into healthy pericardial sacs. However, one of us 
(D. B. E.) has performed pericardial resections upon 
several patients for relief from tamponade and found 
evidence of the healing of hemorrhagic pericarditis. 
The pericardial sac in each case contained loculations 
of old, bloody fluid with a thick, shaggy deposit of 
fibrin and blood elements lining the epicardium and 
the parieta! pericardium. Actually, there was no con- 
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striction by the pericardium; the heart was compressed 
by the encapsulating fibrous cortex, which may have 
resulted from intrapericardial bleeding. In some cases 
the course of hemorrhagic pericarditis initially is rela- 
tively benign, and the patient may not be seen until symp- 
toms secondary to constrictive pericarditis occur. The 
mechanisms of the development of calcification during 
the healing of hemorrhagic pericarditis may be the, 
same as that of calcification in some cases of hemothorax. 


Summary 


Pericardial biopsy was performed and creation of a 
pleuropericardial window was done in 16 patients. Di- 
rect visualization within the pericardial sac, as well as 
culture of fluid and tissue from diseased pericardium, 
may establish the etiology of chronic pericarditis. Crea- 
tion of a pleuropericardial window offers a rational and 
safe form of therapy for chronic pericarditis associated 
with effusion. In our series there were five cases of chronic 
hemorrhagic pericarditis of unknown etiology. The pos- 
sible relationship between this type of pericarditis and 
chronic constrictive pericarditis must be considered. 
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CARCINOMA OF THE ESOPHAGUS 


A PALLIATIVE PROCEDURE WITH USE OF A PLASTIC TUBE INTRODUCED THROUGH A CERVICAL INCISION 


Henry J. Heimlich, M.D., New Rochelle, N. Y., Thomas W. Greenlees, M.D. 


James M. Winfield, M.D., New York 


The ideal goal of the surgeon in treating carcinoma of 
the esophagus is irradication of the disease. At the present 
time, in the majority of cases, cure cannot be offered to 
the patient with this condition. Lesions in the middle 
and upper third of the esophagus, particularly, are 
often not suitable for surgical excision. When the pos- 
sibility of cure does not exist, an effective means of pal- 
liation is desirable. We believe a truly palliative pro- 
cedure should enable the patient to live either a longer 
or a happier life by relieving one or more distressing 
symptoms. Furthermore, such a procedure should have 
a low mortality, present few complications, and cause 
minimal postoperative discomfort. In addition, the pa- 
tient should not be burdened with postoperative lesions 
that require more care than the initial condition. 


From the departments of surgery, New York Medical College (Drs. 
Heimlich and Winfield) and the Metropolitan Hospital (Drs. Heimlich, 
Greerlees, and Winfield). 


¢ Esophagotomy is important as a palliative proce- 
dure when surgical extirpation of an esophageal 
tumor proves impossible. The operation here de- 
scribed involves an incision in the neck medial 
to the sternomastoid muscle and consists essentially 
in placing a plastic tube where it will facilitate 
passage of swallowed material through the ob- 
structed segment of the esophagus. A smaller tube 
that extends from the patient's nose or mouth 
through the plastic tube into his stomach is used 
for feeding until the fourth to sixth day, when it 
is removed, 

The plastic tube remains in situ and thereafter 
permits the patient to eat soft and semiliquid foods. 
Two cases of inoperable esophageal carcinoma are 
described to illustrate the symptomatic relief, im- 
provement in nutrition, and amelioration of mental 
status achieved by this operation. 
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An operation is presented, herein, that we believe 
meets these criteria for a palliative procedure for ob- 
structing carcinoma of the esophagus. In addition, the 
operation is valuable as a preliminary procedure to other 
forms of therapy. For example, this operation offers a 
means of improving a patient’s nutritional status before 
thoracotomy for esophageal resection is attempted. When 
resection is not indicated, the procedure enables the pa- 
tient to maintain nutrition while he is receiving radio- 
therapy. 

Historic Background 


The first successful extirpation of a malignant lesion 
of the esophagus by Franz Torek, in 1913,’ has been 
followed by a variety of operations, the aim of which is 
to cure the carcinoma or to restore gastrointestinal con- 
tinuity.2, These procedures involved the use of various 
organs to replace the esophagus, including a skin tube, 
the entire stomach,* a tube created from the stomach,* 
and a loop of jejunum.* An artificial prosthesis of metal 
or plastic material to permit deglutition has been utilized 
by Souttar,® Allison,’ Ravitch,’ Brown,* Berman,’ and 
Mackler.'® It is from Mackler’s intrathoracic procedure 
that the operation described herein evolved. The pro- 
cedures described by the above-mentioned men for re- 
storing gastrointestinal continuity unfortunately require 
an extensive intrathoracic procedure, resulting in a high 
mortality and morbidity in the debilitated patients with 
whom one is confronted, or for other reasons have not 
been generally acceptabie. 


Operative Technique 


A longitudinal incision is made anterior and parallel to 
either the left or the right sternomastoid. The incision 
length extends from slightly above the level of the cricoid 
to immediately above the clavicle. The platysma is in- 
cised, and the anterior edge of the sternomastoid is dis- 
sected free, exposing the anterior belly of the omohyoid. 
This part of the omohyoid is retracted or excised. The 
internal jugular vein, with its tributaries from the thyroid 
gland, is thereby exposed. The middle thyroid vein is 
ligated and divided, and the thyroid gland is retracted 
medially, with the overlying sternohyoid and sternothy- 
roid muscles. The carotid sheath, with its contents, is 
then retracted laterally, exposing the esophagus, which 
lies posterior to the trachea and thyroid cartilage and 
anterior to the vertebral bodies. The procedure thus far 
is similar to that used in the treatment of esophageal 
diverticula." 

The esophagus is dissected free from surrounding 
structures at any one level, and a tape is passed around 
it for traction. Further mobilization of the esophagus 
need be done only if exposure is not adequate. A site for 
esophagotomy is chosen proximal to the palpable tumor, 
as healing is apt not to occur if the incision passes through 
tumor tissue. The muscularis of the esophagus is then 
divided longitudinally, and the mucosa is similarly in- 
cised. This incision is large enough to permit the passage 
of the flaired end of the plastic tube. In general, a 1-cm. 
incision is sufficient, as the esophagus is fairly elastic. 

Esophageal dilators of gradually increasing diameter 
are passed through the lumen of the esophagus and 
through the site of carcinomatous obstruction. The diam- 
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eter of the constricted site is enlarged by this means, until 
a plastic tube of the type described by Mackler '° (fig. 1) 
can pass through the lumen. The plastic tube of largest 
diameter that will pass with ease is used. The dilator of 
smallest diameter is then reintroduced, care being taken 
that the dilator will easily pass through the lumen of the 
plastic tube. The plastic tube is then passed over the arm 
of this dilator and through the obstructing lesion, follow- 
ing which the dilator is removed. If the distance from 
the proximal end of the plastic tube to the exposed 
esophagus in the neck should be greater than the length 
of the plastic tube, it is suggested that a second tube of 
larger diameter be introduced above the first tube. A 
Levin tube is introduced through the plastic tube and 
passed into the stomach, and the proximal end of the 
Levin tube is then passed through the proximal esophagus 
into the mouth. The anesthesiologist draws the proximal 
end of the Levin tube out through the nose or mouth. 


Fig. 1.—Plastic tubes used in the operative procedure are of the type 
used intrathoracically by Mackler.?® 


The esophagotomy incision is closed in two layers. 
The mucosa and muscularis are individually approxi- 
mated, using atraumatic 000 interrupted silk sutures. A 
ligature of heavy silk is then placed around the esophagus, 
as near to the proximal end of the plastic tube as possible. 
The silk ligature is tied, so that the diameter of its loop 
is smaller than the flaired end of the plastic tube but not 
tight enough to obstruct the esophageal lumen. The silk 
ligature is anchored by suturing its free ends through the 
surrounding tissue and tying them. The ligature does not 
penetrate the wall of the esophagus but merely encircles 
it. The purpose of the ligature is to prevent regurgitation 
of the plastic tube. The incision is closed in anatomic 
layers, with the use of interrupted fine silk sutures. A 
small rubber drain may be brought out from the eso- 
phagotomy site at the lower angle of the wound. 

This operation can be performed in less than one hour, 
and local anesthesia can be used if necessary. The pa- 
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tient is fed a high-protein, high-caloric diet through the 
Levin tubc, which is removed after three to six days 
when the esophagotomy incision should be healed. After 
the Levin tube has been removed, the patient is given 


Fig. 2.—Roentgenograms of patient of case 1. A, taken of the esopha- 
gus, with barium orally, March 7, 1955, demonstrating almost complete 
obstruction at the level of the fifth thoracic vertebra due to carcinoma, 
B, taken April 21, 1955, three days postoperatively, showing the Levin 
tube passed into the stomach through the plastic tube, which lies at the 
site of the carcinomatous obstruction. C, taken of the chest, May 4, 1955. 
The plastic tube is seen after removal of the Levin tube. D, taken of the 
esophagus, with barium orally, May 9, 1955. The outline of the plastic 
tube is clearly seen. The barium passed through the esophagus into the 
stomach without obstruction, 


small amounts of sterile fluid orally for one day. There- 
after, he can eat puréed fruits and vegetables, chopped 
meat, and other soft foods. 


Report of Cases 


Case 1.—A 71-year-old man was admitted to the Metropoli- | 


tan Hospital on Feb. 17, 1955, with a four-month history of 
dysphagia and a weight loss of 40 Ib. (18 kg.). At the time of 
admission he was unable to swallow liquids. Esophagoscopy, 
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performed March 1, 1955, before the patient was admitted to 
the surgical service, revealed a cauliflower-like lesion 10 in. from 
the incisors. This mass at biopsy was reported to be epidermoid 
carcinoma. Following the esophagoscopy, the patient developed 
a fever and chest pain and pleural effusion on the left side. 
The diagnosis was mediastinitis and pleural effusion secondary 
to esophageal perforation. The condition responded to antibiotic 
therapy and thoracenteses. 

Roentgenograms of the esophagus with barium orally, March 
7, 1955, demonstrated almost complete obstruction at the level” 
of the fifth dorsal vertebra (fig. 2A). Bronchoscopy, March 8, 
1955, revealed compression of the left main bronchus. A Witzel 
jejunostomy was performed on March 24, 1955, before consid- 
eration was given to the procedure we have described. The pa- 
tient received 3,000 calories per day through the jejunostomy for 
18 days, following which his condition was somewhat improved 
and he had gained 2 Ib. (0.9 kg.). On April 18, 1955, an esoph- 
agotomy was performed through an incision on the left side of 
the neck under cyclopropane and oxygen endotracheal anes- 
thesia. The constriction in the esophagus was dilated with eso- 
phageal bougies, and a no. 1 plastic tube of the type described 
previously was inserted through the esophagotomy site and 
passed through the tumorous obstruction. The procedure was 
performed and completed in the manner we described. The pa- 
tient had a mild postoperative course. He was out of bed one 
day postoperatively. Roentgenogram, April 21, 1955, demon- 
strated the intraesophageal plastic tube in place with the Levin 
tube passing through it (fig. 2B). On the seventh postoperative 
day, the Levin tube was removed, and the patient was given a 
full fluid diet orally. Roentgenogram, May 4, 1955, showed the 
plastic tube after the Levin tube was removed (fig. 2C). The 
jejunostomy tube was removed, and the wound closed spontane- 
ously. The patient has been asymptomatic since the operation. 
His diet includes chopped meat, gelatin, and puréed fruits and 
vegetables. He has gained 2 lb. (0.9 kg.) each week since in- 
Sertion of the plastic tube, a total of 20 lb. (9 kg.) by July 6, 
1955. The patient’s feeling of complete relief and well-being is 
gratifying. 

Roentgenogram, May 9, 1955, with barium orally, demon- 
strated the ease with which barium passed into the stomach. 
The barium outlines the position of the plastic tube as it lies 
within the lumen of the esophagus at the site of the carcino- 
matous obstruction (fig. 3D). 


Fig. 3.—Roentgenograms of patient of case 2. A, taken with barium 
orally, April 11, 1955, two months before insertion of the plastic tube. 
Carcinomatous obstruction of the middle third of the esophag™s is seen. 
The obstruction, which was partial at this time, became almost complete 
in the two-month interval between this roentgenogram and the date of 
operation. B, taken of the esophagus postoperatively, demonstrating the 
passage of barium through the plastic tube at the site of the previous 
carcinomatous obstruction. 


Case 2.—A 57-year-old man known to be alcoholic was ad- 
mitted to Metropolitan Hospital, April 7, 1955. In the three years 
prior to admission, he had had several episodes of mild hemat- 
emesis. For six months before admission he noted a progressively 
increasing difficulty in swallowing solid foods. The patient had 
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lost 20 Ib. (9 kg.) in the three-month period prior to admission. 
Physical examination revealed a pale, obese man, who appeared 
to have had a recent weight loss. There was no adenopathy. The 
liver was palpated 8 cm. below the costal margin. Laboratory 
findings included a consistent 3+ cephalin flocculation and a re- 
versal of the albumin-globulin ratio. Roentgenogram of the 
esophagus, with barium orally, April 11, 1955, demonstrated an 
irregular narrowing of the middle third of the esophagus, with 
the appearance of a neoplasm. There was no evidence of esophag- 
eal varices (fig. 3A). Esophagoscopy, April 19, 1955, revealed 
a friable mass on the anterior and medial wall of the esophagus 
20.5 cm. from the incisors. Biopsy of this lesion showed an 
apparently normal esophagus. Repeated esophagoscopy and 
biopsy, May 9, 1955, proved the lesion to be an epidermoid 
carcinoma. A left thoracotomy was performed on May 24, 1955. 
The entire middle third of the esophagus was invaded by carci- 
noma that extended cephalad above the arch of the aorta, which 
was also invaded by carcinoma. Metastases were visible and pal- 
pable in the pericardium, myocardium, and pleura. The lesion 
was considered to be inoperable, and resection was not attempted. 

Postoperatively, June 6, 1955, some 900 cc. of serosanguinous 
fluid was aspirated from the unoperated right pleural cavity. 
From the time of operation, dysphagia progressed so that the 
patient had difficulty in swallowing water. On June 14, 1955, 
an esophagotomy was performed through the left side of the 
neck, and a plastic tube was inserted through the carcinomatous 
obstruction by the technique described previously. The post- 
operative course was without complication. The esophagotomy 
and skin incision healed primarily. Roentgenogram, with barium 
orally, demonstrated free passage of barium through the plastic 
tube (fig. 3B). The patient is able to eat puréed fruits and vege- 
tables, chopped meats, and other soft foods. His mental status 
and outlook are much improved. In the three-week postopera- 
tive period he gained 2.5 Ib. (1 kg.). 


Comment 


There are many patients with esophageal carcinoma 
in whom inoperability can be determined preoperatively. 
Such cases include patients with cervical node metastases, 
invasion of the bronchus, general debility, or distant 
metastases. The operation we have presented offers 
effective palliation to these patients, by enabling them to 
swallow soft foods without distress and by eliminating 
the discomfort of constantly expectorating salivary secre- 
tions that would eventually be aspirated. The patient can 
also be offered the benefits of deep radiotherapy. The 
upper esophagus is in intimate relation to the trachea, 
bronchi, and the aorta. These vital structures are fre- 
quently invaded by carcinoma by the time the disease is 
detected. In many cases, lymphatic spread of the carci- 
noma has occurred by the time operative intervention is 
undertaken. The longitudinal lymphatic spread and the 
proximity of vital structures limit the amount of tissue 
that can be excised in an attempt to cure. 

To our knowledge, three cases of five-year survivals 
following resection of a carcinoma of the middle and 
upper third of the esophagus have been reported.'? These 
cases have resulted from more than 2,500 operations for 
carcinoma of the esophagus.'® The mortality rate in this 
group averages approximately 40%, a terrifying figure. 
With these unhappy results before us, the question arises 
as to whether any patient with carcinoma of the middle 
or upper third of the esophagus should be subjected to 
an extensive procedure such as thoracotomy, which 
offers scant hope of cure and is fraught with a high mor- 
tality and morbidity rate. It may be argued that the opera- 
tion presented herein, which carries little risk and causes 
minimal discomfort, is preferable to attempting esophag- 


eal resection. In those instances in which it is felt that 
thoracotomy is warranted, the operation we have de- 
scribed is offered as a preliminary procedure, the pur- 
pose being to improve the patient’s nutritional status and 
to leave the patient with effective palliation, in the event 
that the exploration proves fruitless. The operation may 
also be utilized as a secondary procedure following a 
thoracotomy that has demonstrated an inoperable lesion. 


Summary 


In most instances, carcinoma of the upper and middle 
third of the esophagus is inoperable. It is extremely rare 
for patients to survive five years following resection of 
these lesions. The dysphagia and aspiration of salivary 
secretions are so distressing that procedures to palliate 
these symptoms have been repeatedly attempted. These 
operations either require a thoracotomy, with a resulting 
high morbidity and mortality rate, or have not been 
completely successful in achieving palliation. We have 
followed an operative technique that utilizes a plastic 
tube introduced into the esophagus through a cervical 
incision. This procedure offers effective palliation for 
patients with carcinoma obstructing the esophagus and 
causes minimal trauma or discomfort for the patient. 
Operating time is less than one hour, and local anesthesia 
can be used if necessary. 
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Fat Embolism.—The diagnosis of fat embolism is often missed 
because of the uncertain nature of the disease in its milder 
forms and because of a lack of awareness of the attending physi- 
cian. Analysis of our four cases and cases from other reports 
reveals a rather characteristic clinical pattern, from which the 
diagnosis may be suspected. We were able to establish a positive 
diagnosis in three of our four cases by finding fat in the urine. 
In those cases where laboratory proof is not obtained, a diag- 
nosis based on clinical grounds alone, especially if petechiae and 
retinal change are present, seems entirely plausible. Despite the 
fact that there is no satisfactory treatment for fat embolism and 
the mortality is chiefly related to the degree of embolization, 
vigorous supportive measures should be employed to salvage 
those patients who might otherwise be lost.—Major T. G. Nelson 
and Col. W. F. Bowers, Fat Embolism, A. M. A. Archives of 
Surgery, April, 1956. 
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CLOSING MECHANISM OF LOWER ESOPHAGUS IN MAN 


RADIOLOGICAL STUDY OF FIVE HUNDRED UNSELECTED PATIENTS 


Maxwell H. Poppel, M.D., Walter Lentino, M.D., Costantino Zaino, M.D. 


Harold Jacobson, M.D., New York 


The closing mechanism of the lower esophagus is a 
subject of much renewed interesi.' Helvetius ° first de- 
scribed the sphincter at the esophagogastric junction, 
which is now called the constrictor cardiae. It remains 
the only part of the closing mechanism of the lower 
esophagus that is accepted by all authorities. Reich, in 
1927, aptly summarized the situation, which has not 
changed to the present day, by writing, “It is difficult to 
get a clear picture of the closing mechanism between 
esophagus and stomach from the literature because the 
numerous authors who have elaborated on this subject 
agree On one point only—that a closing mechanism does 
exist.” 

Modern-day theories may be resolved into two schools 
—the radiological and the anatomic. The radiological 
school, as represented by Johnstone,‘ Donnelly,’ and 
Astley and Carre,° has resolved its beliefs from detailed 
x-ray study of the esophagogastric junction with the 
barium meal in normal and diseased persons. Essentially, 
it ascribes three components to the closing mechanism 
between esophagus and stomach: (1) the constrictor 
cardiae; (2) a valve action dependent upon the obliquity 
of the junction between the esophagus and the stomach 
(in deep inspiration, this angle changes and the lower 
esophagus is thereby pinched off); and (3) the pinch- 
cock action of the diaphragm resulting from contraction 
of the diaphragmatic fibers surrounding the hiatus. 

The anatomic school is represented by Lerche * and 
other surgeons. Lerche dissected 100 autopsy speci- 
mens of the esophagus and postulated, after careful 
gross and microscopic study of this material, a “gastro- 
esophageal segment of expulsion” composed of the fol- 
lowing parts: (1) the constrictor cardiae; (2) the gastro- 
esophageal vestibule, which is the segment of the esopha- 
gus that passes through the diaphragmatic hiatus and lies 
between the constrictor cardiae below and the inferior 
esophageal sphincter above; (3) the inferior esophageal 
sphincter, which is in the lower esophagus lying superior 
to the gastroesophageal vestibule; (4) the ampulla, which 
is the segment of the esophagus that lies immediately 
superior to the inferior esophageal sphincter; (5) the 
phrenoesophageal elastic membrane, which joins the 
esophagus to the diaphragm. It arises from the under- 
surface of the diaphragm and inserts into the esophagus 
at the level of the inferior esophageal sphincter supe- 
riorly and into the cardia of the stomach inferiorly. 


The purpose of this article is to detail our own ra- 
diological findings in 500 unselected patients. The 
analysis of the closing mechanism of the esophagus is a 
by-product of our originai interest in applying a new 
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¢ The sphincteral structures at the esophagogas- 
tric junction were studied radiologically, with the 
oil contrast technique, in 500 patients. 

The line marking the boundary between the 
squamous epithelium of the esophagus and the 
glandular epithelium of the cardiac portion of the 
stomach, when seen, presented a typical picture. 
It was not fixed, however, and was capable of con- 
siderable change of position with respect to the 
level of the diaphragm. 

The lower esophageal sphincter being identified, 
the phrenic ampulla and the gastroesophageal vesti- 
bule were readily defined above and below it re- 
spectively. 

No evidence of a pinchcock action of the dia- 
phragm on the esophagus was noted. Change in 
angulation of the esophagus and the stomach 
played an insignificant part in closing the lower 
esophagus. 

The lower esophageal sphincter and the con- 
strictor cardiae are the key structures in the closing 
mechanism of the lower esophagus. 


technique to the study of pathology at the esophago- 
gastric junction. The findings in hiatal hernia and other 
diseases are recorded elsewhere.* 


Technique 


Five hundred unselected patients referred to the ra- 
diology service of Bellevue Hospital for gastrointestinal 
series were studied with the oil contrast technique. This 
technique, first applied by Gianturco ® to the stomach 
and subsequently modified by one of us *° for the study 
of the esophagus, is as follows. The patient takes two 
heaping tablespoons of thick barium paste, and then he 
immediately swallows 2 oz. of extra heavy liquid petro- 
latum. Seriograms (four films) are taken of each patient: 
two in inspiration, two in expiration. Each of these 
views is taken in an anteroposterior and right oblique 
projection. Approximately one-fifth of the patients had 
more than one series made. 


Results 


As a result of review of these 2,000 views of the lower 
esophagus of man, it was concluded that there is no 
pinchcock action of the diaphragm on the esophagus. 
As the esophagus travels from the thoracic to the ab- 
dominal cavity, it must traverse a hiatus in the dia- 
phragm. This opening is obliquely placed and is formed 
by the splitting and subsequent decussation of medial 
fibers of the right crus of the diaphragm. Some British 
authors *' feel that it forms an actual sling around the 
lower esophagus that constricts and angulates it when 
the diaphragm descends in deep inspiration. We did not 
observe any such action in the 500 cases we examined. 
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This is the more surprising because almost every text- 
book of physiology or radiology accepts a pinchcock 
action of the diaphragm on the esophagus. 

Careful mucosal study of the lower esophagus fails to 
show any constriction at the level of the diaphragm in 
either inspiration or expiration. In one patient an in- 
dentation in the esophagus did occur at the level of the 
diaphragm. This patient, however, had a distinctly en- 
larged esophagus, and we interpreted this to mean that 
the hiatus of the diaphragm was simply not adequate to 
accommodate the size of the dilated esophagus. Con- 
striction of the lower esophagus, whenever visualized, 
was always seen 0.5 to 3 cm. above the level of the dia- 
phragm. This latter constriction, we feel, represents the 
inferior esophageal sphincter and the level of attachment 
of the phrenoesophageal membrane. It will be discussed 
in detail later. 

It was also concluded that change of obliquity of the 
lower esophagus and the esophagogastric junction dur- 
ing respiration plays an insignificant role in the closing 
mechanism of the lower esophagus in man. British in- 
vestigators '' have placed considerable emphasis on 
change in obliquity at the gastroesophageal junction as a 
factor in closure of the lower esophagus. Interesting 
diagrams have convincingly demonstrated how alteration 
in the esophagogastric angle might indeed cut off the 
lumen of the lower esophagus. We did not observe any 
such action in 400 of the 500 patients we examined. No 
change whatsoever in the angulation of the lower esopha- 
gus was seen in expiration versus inspiration in both 
frontal and right oblique projections in 80% of our 
cases. In the remaining cases, there was moderate to 
slight change in angulation of the lower esophagus. 

Change was noted as a backward excursion of the 
lower esophagus in forced expiration, with an accentua- 
tion of the lower angle as the esophagus bent sharply for- 
ward. We do not feel that this represents a component 
of the closing mechanism of the lower esophagus for 
the following reasons: 1. There was rarely dilatation of 
the esophagus with barium above the point of angula- 
tion. If true closing of the lower esophagus were oc- 
curring, we would expect stasis of barium above this 
point. 2. In the cases where the phenomenon occurred, 
it was always seen in that particular individual in the 
identical manner on repeat examination. This indicates 
to us that the angulation of the lower esophagus and the 
obliquity of the esophagogastric junction.is an anatomic 
idiosyncrasy of the particular individual examined rather 
than a functional mechanism of closure of the lower 
esophagus present in all patients. Our own impression is 
that this angulation is correlated with the age, habitus, 
and status of nutrition of the patient and, while it might 
help in closing the lower esophagus in some patients, 
represents a pathological accessory aid rather than a 
physiological component of the closing mechanism of 
the lower esophagus. 

We also found that the mucosa of the esophagogastric 
junction is not in a definite, fixed, anatomic location. By 
using the oil contrast technique, demonstration of the 
mucosal change at the esophagogastric junction was often 
possible. When seen, the epithelial line, where the 
squamous mucous epithelium of the esophagus joins the 
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glandular epithelium of the cardia, presents a typical 
picture. It lies at a variable, inconstant distance below 
the level of the diaphragm and is seen through the air- 
filled cardia as a distinct ring, where the longitudinal 
folds of the esophagus come to an abrupt end and the 
irregular rugae of the stomach begin. However, in repeat 
examination of the same patient in identical position and 
same phase of respiration, we could no longer visualize 
the esophagogastric junction previously seen, or it would 
be shown at a different location in relation to the dia- 
phragm. This phenomenon is in agreement with the work 
of Palmer,’ who attached silver brain clips to the epi- 
thelial line of the esophagogastric junction under esoph- 
agoscopic control and then demonstrated roentgeno- 
grapically that this line was mobile and capable of con- 
siderable automatic migration. We feel that the variable 
picture and inconstant location of the esophagogastric 
junction in our series tend to strongly corroborate the 
concept of automatic migration of the epithelial line. 
Finaily, we concluded that we had radiologically veri- 
fied Lerche’s concept of the “gastroesophageal segment 
of expulsion.” The critical radiological counterpart of 
Lerche’s concept of the lower esophagus is the inferior 
esophageal sphincter. Once it is identified, the ampulla 


B 
phrenaesophageal 
vestibule diaphragm 


Fig. 1.—Anatomy of “gastroesophageal segment of expulsion” of lower 
esophagus, A, two sphincters are present—constrictor cardiae at esophago- 
gastric junction and inferior esophageal sphincter at level of 0.5 to 3 cm. 
above level of diaphragm. B, the two sphincters divide lower esophagus 
into two segments—ga geal vestibule, which lies between both 
sphincters, and phrenic ampulla of esophagus, which lies immediately 
above inferior esophageal sphincter. C, there is one basic attachment 


between esophagus and diaphragm—the phrenoesophageal elastic mem- 
brane. It takes its origin from undersurface of diaphragm and inserts 
into esophagus at level of inferior esophageal sphincter above and into 
cardia of stomach below. 


and the gastroesophageal vestibule are readily defined as 
the segments of the esophagus above and below it (fig. 1). 
The phrenoesophageal elastic membrane cannot be 
radiologically seen; its presence can only be surmised 
from the observation that the inferior esophageal sphinc- 
ter bears a relatively fixed relationship to the diaphragm 
throughout the respiratory cycle. Therefore an attach- 
ment between the inferior esophageal sphincter and the 
diaphragm may be predicated. The lower esophageal 
sphincter was frequently observed within our series. 
When visualized, it was presented as a distinct narrowing 
of the lower esophagus, 0.5 to 3 cm. above the level of 
the diaphragm. In some cases it appeared as an abrupt, 
sharply circumscribed narrowing; in others, it showed as 
a gentle tapering. Its contraction would produce a 
puckering effect on the base of the phrenic ampulla, like 
the tightening of a purse string. Forced inspiration would 
tend to accentuate its action, since there would be a 
downward pull on the lower esophagus from the tent-like 
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phrenoesophageal elastic membrane, the upper end of 
which is attached at this point. Fluoroscopic study of a 
number of our patients disclosed that the esophagus was 
indeed pinched off when the diaphragm descended in 
forced inspiration; however, this pinching-off did not 
occur at the level of the diaphragm but 0.5 to 3 cm. above 
it. It was in reality the constriction of the inferior 
esophageal sphincter that occurred synchronously with 
the descent of the diaphragm. It was this action that was 
previously misinterpreted as a pinchcock action of the 
diaphragm. 

Additional radiological confirmation of the presence 
of a sphincter in the lower esophagus above the level of 
the diaphragm came with the study of certain abnormal- 
ities of the lower esophagus that occurred in our series. 
1. A case of corkscrew, or curling, of the esophagus was 
observed in which the upper three-fourths of the esopha- 
gus exhibited numerous irregular contractions that ended 
abruptly at a narrowing, 2.5 cm. above the diaphragm. 
The cause is not definitely known, but it is felt to be due 
to either simultaneous contractions of alternate segments 
of the esophagus producing intermediate bulges or con- 


Fig. 2.—Schematic representations of various roentgenograms showing 
abnormalities at level of inferior esophageal sphincter. A, curling of 
esophagus (note abrupt termination of corkscrew effect 2.5 cm. above 
diaphragm). B, contractile ring (note diaphragm-like narrowing of lower 
esophagus 3 cm. above diaphragm). C, stricture due to lye (note smooth, 
generalized narrowing of lower esophagus beginning 2.5 cm. above dia- 
phragm). 


traction of the longitudinal muscle bands. In any event, 
the upper esophagus becomes shortened, and this upward 
pull causes the inferior esophageal sphincter to become 
prominent (fig. 24). 2. A case of lower esophageal ring, 
as first described by Schatzki and Gary,'* occurring 3 cm. 
above the diaphragm was observed. This smooth, sym- 
metrical, diaphragm-like narrowing of the lower esopha- 
gus is in the proper location for a hypertrophied inferior 
esophageal sphincter (fig. 2B). 3. A case of stricture due 
to lye, with a narrowing of the lower esophagus, began 
2.5 cm. above the level of the diaphragm (fig. 2C). 
Strictures caused by caustic substances occur most fre- 
quently at the points of anatomic narrowing of the 
esophagus. The most common location is at the point 
where the left main bronchus crosses the esophagus. 
The second most common location is at the cricopharyn- 
geal level. The least frequent location is at the lower end 
of the esophagus in the anatomic site of the inferior 
esophageal sphincter. Though these examples by them- 
selves are inconclusive, they do tend to support the con- 
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cept of a sphincter or, at the very least, a distinct struc- 
tural narrowing of the lower esophagus, 0.5 to 3 cm. 
above the level of the diaphragm. 


Summary and Conclusions 


There are two major schools of theory as to the 
mechanism of closure of the lower esophagus—the ana- 
tomic and the radiological. From study of the radiologi- 
cal features of 500 unselected cases, the following con- 
clusions have been drawn: 1. There is no evidence of a 
pinchcock action of the diaphragm on the esophagus. 2. 
The obliquity of the lower esophagus and esophago- 
gastric junction plays an insignificant role in the closure 
of the lower esophagus in man. 3. The epithelial line of 
the esophagogastric junction is not in a definite, fixed, 
anatomic location. 4. Lerche’s concept of the “gastro- 
esophageal segment of expulsion” is radiologically veri- 
fied, and Palmer’s concept of the mobility of the mucosal 
esophagogastric junction is corroborated. 


Montefiore Hospital, Gun Hill Road (67) (Dr. Jacobson). 
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Hypertension and Coronary Occlusion.—Hypertension in both 
sexes is one of several factors involved in atherogenesis, athero- 
sclerosis and the causation of coronary occlusion and myocardial 
infarction. Other factors in these processes presumably are dia- 
betes mellitus, certain disturbances in lipid metabolism, and the 
sex hormones. Up to the menopause, women enjoy a fair degree 
of protection from atherosclerosis and from the accelerating 
effects of hypertension on atherogenesis. After menopause the 
number of coronary occlusions associated with, and presumably 
causally related to, hypertension approaches and eventually 
equals the number observed in men of similar age. Therefore, 
the hypertensive factor is presumed to be of equa! absolute 
importance in both sexes. Because other factors operate addi- 
tionally in the male to accelerate atherogenesis and to cause 
coronary occlusions, hypertension is of relatively less importance 
in the male. The positive correlation between hypertension ‘aad 
the incidence of coronary occlusion should be considered, among 
other factors, in deciding whether a patient with hypertension 
should receive hypotensive ‘therapy.—Franz Goldstein, M.D., 
and others, Annals of Interna! Medicine, March, 1956. 
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RUPTURE OF LIVER WITH FATAL HEMORRHAGE DUE TO 
INTRAHEPATIC VASCULAR DISEASE 


REPORT OF TWO CASES 


Rolf Katzenstein, M.D. 


and 


Allan J. Ryan, M.D., Meriden, Conn. 


Spontaneous nontraumatic rupture of the liver is a 
rare occurrence. Only 28 cases were collected from the 
literature in a review by Rademaker ' in 1943. The un- 
derlying hepatic changes included in this series are re- 
ported as those due to carcinoma, syphilitic gumma, 
typhoid, pregnancy, tuberculosis, pneumonia, epilepsy, 
osteitis, hemiplegia, common bile duct stone, toxic in- 
fectious malaria, and exercise. Aneurysm is mentioned 
once as a cause by Reichmann.” 

Rademaker’s case is that of a 32-year-old woman who 
developed a toxemia during the eighth month of a preg- 
nancy. She suddenly went into collapse, her blood pres- 
sure falling from 260/160 to 60/0 mm. Hg. There was 
a complaint of dull ache in the right upper quadrant of 
her abdomen. Laparotomy revealed an intra-abdominal 
hemorrhage originating from a tear in the liver. The tear 
was closed surgically, and after a stormy postoperative 
course the patient survived. “The right lobe of the liver 
contained a vertical tear six inches in length, with an 
area of degenerated tissue which appeared to be mush, 
and about the size of a grapefruit.” 


Report of Cases 


CasE 1.—A 55-year-old white man was admitted to the Meri- 
den Hospital on May 12, 1953, because of swelling of his legs 
and scrotum for approximately five days. Five days prior to 
admission he began to feel an itch on the scrotum, which he 
tried to relieve by scratching. The patient worked in a gun- 
powder factory and thought the itch was due to irritation caused 
by powder. He soon noticed scrotal’'edema developing, which, 
by admission time, had led to enlargement of the scrotum to the 
size of a large grapefruit. During this five-day period both legs 
had become edematous. The skin of the lower abdemen was 
reddened, attributed by patient to application of camphor water. 

The patient claimed good health all his life. He was hospital- 
ized only once for fracture of the right leg. He had been told in 
1938 he had high blood pressure but had not been plagued by 
untoward symptoms. He had worked until the day before ad- 
mission, having been seen by a physician only once about two 


months before admission. At that time hypertension and heart 


enlargement, but no leg edema and no lung congestion, were 
noted. The patient appeared dyspneic on admission but denied 
shortness of breath; which he apparently had not noticed. He 
was a short, obese man, perspiring profusely and coughing fre- 
quently without expectoration. His temperature was 101.2 F 
(38.4 C); blood pressure, 170/110 mm. Hg; and pulse, irregular 
at a rate of 126 per minute. The heart was markedly enlarged 
to the left, and sounds were of poor quality. There was no mur- 
mur. The lung fields were clear to percussion and auscultation. 
The abdomen was obese with large folds of skin hanging down 
over the symphysis. The skin in this area showed erythema and 
edema that extended down to the scrotum. The superficial 

inal veins were not prominent. The presence of shifting dulness 
was uncertain. Neither liver nor spleen was palpable, and there 
did not appear to be any abdominal tenderness or any other mass 
present. The scrotum was enlarged to a diameter of about 17 
cm. and was violescent. On the left side, in its dependent portion, 


From the Laboratory and Surgical Service, the Meriden Hospital. 


¢ Fatal abdominal hemorrhage was found, in the 
two cases reported, to have resulted from intra- 
hepatic vascular disease and rupture of the liver. 
Extreme ischemic infarction due to intrahepatic 
arterial thrombosis led to hemorrhage into the liver 
and spontaneous tearing of its capsule. 

Retrospective study did not reveal anything char- 
acteristic in the symptoms preceding the rupture, 
and when this did occur the signs and symptoms 
resembled those of any acute abdominal accident. 
There is hardly any rational treatment known that 
might have prevented the hemorrhage in these two 
cases. Once hemerrhage has, eccurred, laparotomy 
is essential, but shock is profound and conditions 
are unfavorable for surgery. 

In one of these cases, in spite of the shock and 
hemorrhage, hemostasis was achieved and the pa- 
tient made a gocd recovery from the operation only 
to die from uremia. In both cases, the underlying 
condition was hypertensive cardiovascular disease. 


there was a hard necrotic plaque measuring about 7 cm. in 
diameter. The testes did not appear abnormal in size. The sper- 
matic cords were slightly enlarged but neither tender nor beaded. 
On the glans penis there were two small scars of healed ulcers, 
which the patient said were due to venereal disease he had con- 
tracted in Brazil more than 30 years ago. The prostate was small 
and firm but not irregular. No mass was palpable in the rectum, 
but there were prolapsed internal hemorrhoids. Both legs showed 
pitting edema, extending to the knees, the left leg being larger 
than the right. There was brownish pigmentation of the skin of 
the legs but no erythema or increased warmth. The inguinal 
lymph nodes were not palpable. Subsequent examination of the 
ocular fundus with the pupils dilated showed slight constriction 
of the arteries and indentation of the veins of the arteriole cross- 
ings but no reticular hemorrhages. 

Hemoglobin level on admission was 11.6 gm. per 100 ce., with 
red blood cells numbering 3,820,000 per cubic miilimeter and 
white blood cells 9,500 per cubic millimeter, comorising 66% 
neutrophils, with 18% immature forms, 3% metamyelocytes, 
and 13% lymphocytes. The sedimentation rate was 25 mm. in 
one hour and the blood hematocrit 42%. The Venereal Disease 
Research Laboratory test was nonreactive. Urine examination 
showed a specific gravity of 1.003 and a trace of albumin. Micro- 
scopic study of the sediment revealed occasional red blood cells 
and 0 to 2 white blood cells per high-power field. Blood sugar 
level was 106 mg. per 100 cc.; serum amylase, 61 mg. per 100 
cc.; serum albumin, 4.05 gm. per 100 cc.; globulin, 2.15 gm. per 
100 cc.; serum bilirubin, 0.4 mg. per 100 cc.; serum alkaline 
phesphatase, 2.9 Bodansky units per 100 cc.; and the cephalin 
flocculation test, negative after 48 hours. X-ray of the chest on 
the day of admission showed enlargement of the heart particu- 
larly to the left of the midline with widening and increased 
tortuosity of the aorta and bilateral thickening of the hilar mark- 
ings, probably due to minimal passive congestion of the lungs. 
X-ray of the abdomen showed a diffuse, hazy density suggestive 
of the presence of peritoneal fluid. The electrocardiogram showed 
a heart rate of 120 per minute and partial atrioventricular heart 
block with left axis deviation. 


a 
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The working diagnosis was hypertensive heart disease with 
congestive failure and anasarca. Thrombosis of the common iliac 
veins was considered another possibility. The patient was put on 
a low-salt diet, and diuresis was begun with use of meralluride 
(Mercuhydrin) sodium and carbacrylamine resins (Carbo-Resin). 
The patient was digitalized rapidly with digitoxin. Procaine peni- 


Fig. 1 (case 1).—Zahn infarct above an ischemic infarct. Note throm- 
botic occlusion of portal vein branch. A, low-power magnification; B, 
high-power magnification. 


cillin was given intramuscularly in a dosage of 600,000 units 
twice daily, The day after admission temperature was 98 F 
(36.7 C); about three days later there was swelling and redness 
of the dorsum of the left foot and slight elevation of temperature. 
The patient was then started on therapy with streptomycin, 0.5 
gm. twice daily, to supplement penicillin. Edema of both legs 
and of the scrotum and abdomen had decreased. The blood 
pressure level continued elevated, ranging between 180 and 220 


Fig. 2 (case 1).—Intrahepatic hemorrhage. Note collar of necrotic 
tissue surrounding hemorrhage. 


mm. Hg systolic and 110 to 140 diastolic. One week after admis- 
sion a bright red rash appeared on the patient’s body, which was 
thought to be due to penicillin sensitivity. The rash disappeared 
one week later after penicillin therapy had been stopped. In spite 
of rest in bed, dyspnea and tachycardia persisted. On May 21, 
hemoglobin level was 10 gm. per 100 cc., white blood cells, 
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16,300 per cubic millimeter with 77% neutrophils, 10% im- 
mature forms, 3% metamyelocytes, and 10% lymphocytes. 
Gradually a shallow ulcer developed in the hard plaque on the 
scrotum. Culture of the material from the ulcer showed non- 
hemolytic Micrococcus (Staphylococcus), Escherichia coli, and 
Proteus vulgaris. A biopsy specimen from the region of the ulcer 
showed chronic and acute inflammatory reaction. On May 27, 
dyspnea and tachycardia still persisted, but the patient's tempera- 
ture suddenly rose to 104 F (40 C). Oxygen and oxytetracycline 
(Terramycin) in a dosage of 250 mg. every six hours were ad- 
ministered. Repeated x-ray examination of the chest showed no 
change from the initial film, but temperature became lower al- 
though it did not revert to normal. 

On June 1, the liver was palpable about 5 cm. below the 
costal margin. Its edge was smooth and nontender. The spleen 
could not be felt. Hemoglobin level now fell to 8.4 gm. per 100 
cc. with a red blood cell count of 2,750,000 per cubic millimeter. 
Differential blood cell count showed 73% neutrophils, 10% im- 
mature forms, 2% eosinophils, 2% metamyelocytes, and 10% 
lymphocytes. Serum alkaline phosphatase on June 3 was 14.9 
Bodansky units per 100 cc. Three days later swelling of the 


Fig. 3 (case 1).—Thrombus in portal vein branch. 


entire right lower extremity occurred without pain or erythema. 
On June 8, at 7:45 a. m., the patient was suddenly seized with 
an acute attack of severe, diffuse abdominal pain. He became 
extremely weak and pale, and his skin was clammy. His blood. 
pressure fell from 170/100 to 120/70 mm. Hg. The entire ab- | 
domen was distended and tender with diminished peristalsis. 
Pulse rate became very rapid and of poor volume. At 9:30 a. m. 
the white blood cell count was 18,200 per cubic millimeter, with 
76% neutrophils, 13% immature forms, 4% metamyelocytes, 
and 7% lymphocytes. Serum amylase was 50 mg. per 100 cc.’ 
Surgical consultation was requested. 

The impression was that the differential diagnosis lay between 
a ruptured hollow viscus and a mesenteric embolus, Plain x-ray 
films of the abdomen showed no free air and no evidence of 
obstruction. There was a diffuse hemorrhagic density present. 
Because of the patient’s generally poor condition, it was felt that 
a period of observation under supportive therapy was indicated. 
Heparin, 500,000 units, was given intravenously, and meperidine 
(Demerol) hydrochloride was given for relief of pain. During 
the next hours blood pressure varied between 140 to 100 
mm. Hg systolic and 40 to 80 diastolic. At 4:30 p. m., a white 
blood ceil count had risen to 42,500 per cubic millimeter, with 
94% polymorphonuclear cells, including immature forms, Lapa- 
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rotomy was carried out with a diagnosis of mesenteric embolus. 
Two thousand cubic centimeters of whole blood was given during 
and after the procedure, which was performed with the patient 
under spinal anesthesia. 

When the abdomen was opened a large amount of blood- 
Stained peritoneal fluid was removed, and many large blood clots 
were found beneath the liver. When these had been removed a 
subcapsular hemorrhage of the liver was demonstrated with a 


Fig. 4 (case 1).—Healed arteritis of two branches of hepatic artery. 


tear about | cm. in length in the region of the cystic duct. A 
pledget of absorbable gelatin sponge (Gelfoam) controlled the 
bleeding, and the abdomen was closed without further explora- 
tion. After operation the patient's blood pressure remained within 
low normal limits, and his pulse was irregular and weak in spite 
of the administration of digitalis and oxygen. Two red blood cell 
transfusions were given, and on the fourth day after operation 
hemoglobin level was 10 gm. per 100 cc. The patient continued 
to be confused, and his temperature remained elevated in spite 
of the antibiotic therapy. On the 12th day after operation he 
lapsed into a coma, developed pulmonary edema, and died. 

The following significant features were disclosed by post- 
mortem examination. A fistulous opening was noted in the left 
half of the diffusely thickened scrotum. Multiple scars and 
brawny edema were noted in both legs; an estimated 5 liters of 
blood-stained fluid was found in the peritoneal cavity. There was 
an extensive subcapsular hematoma involving the lower surface 
of the right lobe of the liver with a tear in Glisson’s capsule near 
the gallbladder. On section of the liver, multiple infarcts of 
Zahn (hemorrhagic or “atrophic” infarcts, due to atrophy and 
not necrosis), | to 6 cm. in diameter, and many areas of ischemic 
necrosis, of which the largest was 2.5 cm. in diameter, were found 
(fig. 1). A huge parenchymal hemorrhage with a diameter of 
8 cm. was found roughly in the center of the right lobe (fig. 2). 
This was surrounded by a collar of necrotic and friable liver 
tissue 0.5 to 1.5 cm. in thickness. What was considered to be a 
branch of the portal vein communicated freely with this hemor- 
rhage, and the latter connected with the free peritoneum through 
the subcapsular tear. The heart weighed 650 gm. and showed 
hypertrophy and dilatation, greater on the right than on the left 
side. There was extensive coronary artery sclerosis without actual 
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occlusion. The myocardium was grossly free of infarction. Both 
kidneys showed fine granulations of their surfaces and weighed 
about 160 gm. each. The liver weighed 1,280 gm. 

Microscopically, the changes in the liver were as varied as the 
gross appearance would lead one to expect. There were vascular 
changes involving both hepatic and portal vein branches, as well 
as branches of the hepatic artery. These consisted of thrombotic 
occlusion in various states of development, from recent occlusion 
by platelet fibrin thrombi to complete or canalized occlusion by 
hyalinized connective tissue that had replaced varying amounts 
of the vessel walls (fig. 3). Some arteries showed an appearance 
similar to polyarteritis nodosa, by demonstrating partial destruc- 
tion of their walls with amyloid formation and thrombosis ex- 
terior to this and in the process of undergoing organization 
(fig. 4). Associated with these changes there were varying types 
of parenchymal changes: massive ischemic necrosis with white 
blood cell reaction, invasion of granulation tissue, and areas of 
marked passive congestion and necrosis connecting the central 
portions of the lobules. In other places these areas of central 
necrosis were replaced by hyalinized connective tissue showing 
a varying degree of lymphocytic infiltration and newly formed 
bile ducts. Sections from the stem ganglions of the brain showed 
congested vessels and extensive edema that resulted in the widen- 
ing of the Virchow-Robin spaces (fig. 5). This was the only other 
organ in the body in which an occasional artery showed focal 
necrosis with cellular reaction in and around its wall. 

CasE 2.—A 66-year-old white male was admitted to the Meri- 
den Hospital on Nov. 30, 1953, because of increasing weakness, 
anorexia, and weight loss. He was known to have had hyperten- 
sion for about 10 years. One plus albumin in the urine and a few 
hyaline casts in his urinary sediment had been found repeatedly. 
On physical examination his blood pressure was 144/100 mm. 
Hg; his temperature, 100.8 F (38.2 C); his pulse, 100 per minute; 
and his respirations, 20 per minute. There were no other physical 


Fig. 5 (case 1).—Acute necrotizing arteritis (periarteritis nodosa) in brain. 


findings of significance. An electrocardiogram showed evidence 
of myocardial damage. The patient continued to complain of 
weakness during his hospital course. His blood pressure remained 
in the range of 170/110 mm. Hg. On Dec. 3, he complained of 
dyspnea and increased weakness, and his blood pressure dropped 
to 100/70 mm. Hg. His abdomen became moderately distended, 
although there was no abdominal tenderness. He was placed in 


at 

at 
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an oxygen tent. Electrocardiogram showed no change compared 
to the one made two days previously. He continued in a state of 
clinical shock with a systolic pressure not exceeding 108 mm. 
Hg and the diastolic, 70. Within a few hours blood pressure and 
pulse rate became unobtainable in spite of the administration of 
digitalis and plasma, and he died the same day. 

At autopsy an estimated 3 liters of blood-stained fluid and 
the greatest diameter of the right lobe, and in the center a cavity 
of this bleeding was found in a tear in Glisson’s capsule on the 


Fig. 6 (case 2).—Tear of liver with intrahepatic hemorrhage. 


lower surface of the right lobe of the liver. In this portion of the 
liver there was a tremendous subcapsular hemorrhage (fig. 6). 
Multiple nodules up to 5 mm. in diameter were seen or felt along 
the hepatic artery and its branches. The entire undersurface of 
the right lobe of the liver was covered by a thick layer of clotted 
blood measuring up to 3 cm. in thickness. A laceration traversed 
the greatest diameter of the right lobe, and in the center a cavity 
14 by 8 by 8 cm. filled with clotted blood was seen. A collar of 
yellow, opaque, ischemic necrosis up to 2 cm. in thickness sur- 
rounded this area. In addition there were many other areas of 
ischemic infarction up to 2 cm. in diameter. What was grossly 
interpreted as a branch of the hepatic artery with considerably 
thickened walls was found to be distended by thrombi. No in- 
farcts of Zahn were noted. 

Several areas of hemorrhagic and ischemic necrosis were 
scattered throughout the parenchyma of the pancreas associated 
with vascular changes similar to those seen in the liver. Both 
kidneys together weighed 400 gm. They also showed lesions due 
to the same vascular changes and similar to infarcts. No other 
acute vascular changes were noted grossly. The heart weighed 
420 gm., and there was some thickening of the left ventricle, but 
no necrosis was noted. The aorta was the site of marked athero- 
sclerotic changes that had resulted in aneurysmatic distention of 
the abdominal portion of this vessel. The brain was not removed. 

Microscopically, many changes were found in the medium- 
sized and small arteries in the heart, liver, along the bile ducts, 
and in the gallbladder, pancreas, and kidneys (fig. 7). All stages 
and degrees of necrotizing and organizing vascular disease with 
aneurysm formation, granulation tissue, and acute inflammatory 
reaction, as well as thrombus formation, were seen. These 
changes resulted in partial or complete obstruction of the lumina 
of these vessels. Only in the coronary artery was no thrombus 
formation seen. Ischemic and hemorrhagic necrosis was noted 
especially in the liver, where there were large areas of destroyed 
parenchyma. 
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Pathogenesis 


Though there might be discussion or disagreement as 
to the classification of the vascular lesions in these two 
cases, the cause for the rupture of the liver and hemor- 
rhage in both is extensive ischemic infarction, localized 
in both cases in the right lobe of the liver. Ischemic in- 
farctions of the liver have been observed as the conse- 
quence of accidental or intentional ligation of the hepatic 
artery or one of its branches. Losner, Volk, and Jacobi * 
added one case of infarction of the liver to 70 that they 
collected from the literature. Of these 70, 26 were due 
to periarteritis nodosa, 29 to thrombotic or thromb- 
embolic manifestation with or without aneurysm, and 
the remainder to primary nonvascular lesions such as 
metastatic carcinoma. Their own case was due to a com- 
bination of thrombosis of the branches of the portal vein 
superimposed upon arteriosclerotic and embolic changes 
of the right hepatic artery. The mechanism of ischemic 
infarction of the liver has been subject to discussion be- 
cause of the double blood supply of the liver. Gilbert 
and Villaret * have shown that blood originating from 
the radicles of the hepatic artery and portal vein is mixed 
in the peripheral portion of the liver lobules. Some of 
the arteriole terminals are said to empty directly into 
the sinusoids of the lobules.* Some communicate with 
the portal radicles, and in addition there are arteriove- 
nous anastomoses between the artery and the portal 
vein branches in their passage through the interlobular 
spaces. 


Fig. 7 (case 2).—Section of liver showing periarteritis nodosa. 


This arrangement apparently is responsible for the 
absence of hepatic necrosis after occlusion of the portal 
circulation. It is also responsible for the absence of ne- 
crosis when minor branches of the hepatic artery are 
occluded. Collateral circulation between the branches of 


the hepatic arteries is also responsible for the lack of 
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ischemic infarction.° Zahn’s infarcts follow occlusion 
of the portal vein only when there is impairment of the 
arteriolar circulation. 


In the first case, the obliterating endarteritis, by its 
histological appzarance, obviously is the older lesion 
resulting in reduced arterial blood supply to the liver 
parenchyma. The thrombosis that was seen in the 
branches of the portal, as well as in the hepatic, vein 
histologically is of recent origin. The combination of 
impairment of the arterial supply with thrombosis of 
recent origin in the venous system is responsible for the 
production of the ischemic necrosis. This, as could be 
demonstrated in the first case, apparently involved a 
nonthrombosed branch of the venous system, thus pro- 
ducing the opportunity for the extensive hemorrhage. In 
the second case the periarteritis nodosa associated with 
thrombotic occlusion of the main artery, as well as its 
major branches, alone suffices for the production of the 
ischemic necrosis. 


Differential Diagnosis 


In considering the differential diagnosis of this condi- 
tion, we must recognize that not enough case material is 
available so far to characterize any premonitory symp- 
toms. In the two cases presented above, the original 
symptoms were strikingly different, since they were so 
obscure as to be bizarre in one instance and very minor 
in the other. Once rupture of the liver into the peritoneal 
cavity has occurred, there is a striking picture of shock 
with the signs of an acute abdominal accident. In the 
absence of any recent trauma, it must be assumed that a 
spontaneous or internally induced rupture of a viscus, 
some embolic phenomenon, or some mechanical dis- 
turbance of the abdominal contents has taken place. 

Rupture of a hollow viscus is a more common event 
than that of a solid one. Perforation of an inflamed ap- 
pendix, colonic diverticulum, duodenal or gastric ulcer, 
gallbladder, or Meckel’s diverticulum probably occurs 
in that order of frequency. Any of these, except in the 
‘case of the gallbladder, may be accompanied by passage 
of air into the peritoneal cavity, where it may be recog- 
nized by percussion and by x-ray examination. Perfora- 
tion of the gallbladder into the duodenum may allow 
demonstration of air in the biliary tree and may result in 
acute intestinal obstruction if a large gallstone is passed 
this way. There is usually, but not always, in this case 
a premonitory history suggesting acute intra-abdominal 
inflammation. Rupture of a hollow viscus may also be 
induced by the presence of a sharp or pointed foreign 
body in the gastrointestinal tract. Rupiure of a solid 
viscus such as the sp‘'een occurs most commonly in ma- 
laria, where the preceding history is characteristic and 
where diagnosis by blood smear is ordinarily feasible. 
Rupture of the spleen is usually accompanied by pro- 
found shock, which tends to persist in spite of therapy 
until surgery is performed or the patient dies. Bleeding 
that accompanies rupture of a solid viscus may produce 
a positive Cullen’s sign, but this usually appears late and 
diagnosis must be made early. 

Since the condition responsible for the hemorrhage is 
one that affects the vascular system diffusely, it can be 
expected that heart disease with or without failure may 
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be present. The possibility of an embolus affecting an 
abdominal organ, particularly one entering the superior 
mesentery artery or its branches, may thus be a strong 
possibility. The presence of auricular fibrillation would 
lend strength to this supposition. Shock is no less pro- 
found than with intraperitoneal hemorrhage, but pain, 
distention, and abdominal tenderness are much more 
marked and vomiting extremely common. The most 
common mechanical disturbances that might simulate 
rupture of the liver with hemorrhage are those due to 
strangulation of internal or external hernia, volvulus of 
the small or large intestine, and intussusception. The 
signs and symptoms, aside from whatever characteristic 
appearance may result from the particular location of the 
liver, resemble those due to embolus into a mesenteric 
vessel, except that they are less severe in the early stages. 
The appearance of the intestinal pattern on plain x-ray 
film of the abdomen may be diagnostic, however. 

It can be said, then, that the differential diagnosis is 
apt to be obscure, since we do not recognize a character- 
istic history in this condition prior to the onset of hemor- 
rhage and since when rupture occurs the signs and symp- 
toms resemble those of any acute abdominal accident. 
It should be borne in mind that the absence of free air 
or of the demonstration of an abnormal intestinal gas 
pattern does not exclude perforation of a hollow viscus 
or mechanical obstruction of the intestine. 


Treatment 


Even if this condition of multiple aneurysms of the 
branches of the hepatic artery should be suspected, there 
is hardly any rational treatment known that might pre- 
vent the inevitable hemorrhage. Ligation of the hepatic 
artery has often proved fatal in the absence of a well- 
developed collateral circulation. Once hemorrhage has 
occurred, laparotomy is essential if bleeding from the 
liver is to be controlled. Since considerable hemorrhage 
may have occurred within the liver itself before the cap- 
sule ruptures, shock is apt to be profound and the pa- 
tient’s condition grave. Surgery must be performed under 
unfavorable conditions at best. 

Blood should be available in quantity for transfusion, 
to prepare and carry the patient through the operation. 
Vitamin K in doses of 75 mg. should be administered 
intramuscularly before and after the procedure. The use 
of stomach or intestinal intubation is recommended, be- 
cause ileus may prove to be a problem postoperatively. 
Local anesthesia alone may suffice, perhaps supple- 
mented by curare to secure relaxation. 

If the rent in the capsule is small and clotting has al- 
ready occurred within the liver, the best procedure would 
seem to be the application of absorbable gelatin sponge 
externally and removal of the intraperitoneal clots. If the 
tear is large and active bleeding still present, packing of 
the liver itself with or without suture may be necessary. 
In the two cases presented, only one was brought to op- 
eration. In spite of profound shock and massive hemor- 
rhage, he made a good recovery from the operative pro- 
cedure only to die from uremia, the effects of which were 
undoubtedly abetted by the destruction of the liver 
parenchyma. 


| 
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Summary 


Spontaneous rupture of the liver is a rare occurrence, 
since only 28 case reports were found in the American 
literature. In two cases of fatal abdominal hemorrhage 
resulting from intrahepatic vascular disease and spon- 
taneous rupture of the liver, the cause of the hemorrhage 
into and rupture of the liver was extreme ischemic in- 
farction due to intrahepatic arterial thrombosis. 


J.A.M.A., May 19, 1956 
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EFFECTS OF ISONICOTINIC ACID HYDRAZIDES ON MENTAL STATUS 
OF TUBERCULOUS PATIENTS 


Arthur Zitrin, M.D. 


an 
Douglass S. Thompson, M.D., New York 


Several months after the introduction of the isonico- 
tinic acid hydrazides into clinical trial in June, 1951, 
tuberculous patients who were being treated with iso- 
niazid or iproniazid began to be admitted to Bellevue 
Psychiatric Hospital for mental observation. They came 
from tuberculosis sanatoriums in the New York area 
as well as from a number of general hospitals in the city 
where tuberculosis is treated. We were thus afforded 
the opportunity to evaluate the possible relationship be- 
tween isonicotinic acid hydrazides and psychosis, a 
study that became desirable as the number of psychoses 
suspected to be a result of isonicotinic acid hydrazides in- 
creased on our wards and were being reported in the 
literature. We, therefore, reviewed 79 cases of tuber- 
culous patients who had received isonicotinic acid hydra- 
zides just prior to admission to Bellevue Psychiatric 
Hospital, during the period from Jan. 1, 1952, through 
March 31, 1954. The results are the subject of this 
Paper. 

Review of Literature 


There have been a number of communications dealing 
with various untoward effects of the isonicotinic acid 
hydrazides. The American Trudeau Society ° estimated 
that toxic reactions to isoniazid in the usual therapeutic 
dosages occur in about 5% of the patients receiving the 
drug and that in about 1% of all such patients the 
reaction is serious enough to contraindicate further treat- 
ment with isoniazid. Toxic reactions to iproniazid oc- 
curred more frequently and were more severe than those 
following administration of isoniazid, with marked with- 
drawal symptoms manifested in a majority of patients 
in whom therapy was discontinued after several months 
of treatment.* The nervous system was most frequently 
involved in the untoward reactions to the isonicotinic 
acid hydrazides. Twitching of the muscles, restlessness 
of the extremities, hyperreflexia, nervousness, apprehen- 
sion, insomnia, and headache have all been described. 
The most serious reactions noted affecting the nervous 
system were vertigo, syncope, convulsions, peripheral 
neuritis, psychoses, and difficulties in micturition. Al- 
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¢ The incidence of psychosis in 19,059 tuberculous 
patients in the year 1950 was compared with that 
in 18,261 tuberculous patients in 1953. Although 
the introduction of isonicotinic acid hydrazide 
therapy intervened between these two years, no 
significant difference in the incidence of psychosis 
was discovered. 

A further comparison was made, in a group of 
156 psychiatric patients with tuberculosis, between 
79 patients who had received either isoniazid or 
iproniazid and 77 who had not received either drug. 
The distribution of various types of mental disturb- 
ance within the two groups was about the same. Six 
detailed case-histories and the tabulated data from 
20 additional patients show that generally the 
mental disturbances ran their irregular courses of 
remissions and relapses without any evident rela- 
tion to this medication. 

These and other data cited lead to the conclusion 
that isoniazid therapy did not demonstrably increase 
the incidence of psychosis in tuberculous patients 
and that a history of mental disorder in a tubercu- 


lous patient does not contraindicate the use of this 
drug. 


lergic reactions, with drug fever and dermatitis as mani- 
festations, have also been observed in therapy with 
isonicotinic acid hydrazides. Constipation, jaundice, 
purpura, and swollen joints are other untoward reactions 
to isoniazid reported in the literature. 

The literature on the effects of isonicotinic acid hydra- 
zides on the mental status of tuberculous patients has 
suggested a relationship between the two, but the studies 
have been inconclusive and occasionally contradictory. 
Early reports indicated that these drugs had some 
euphoriant action,‘ though it was not clear whether this 
effect was primary or completely secondary to the physi- 
cal improvement of the treated patients. Other authors,° 
treating a total of 48 psychotic tuberculous patients with 
isoniazid, reported marked improvement of the mental 
state in 6, moderate improvement in 12, and slight im- 
provement in 3. They felt the changes in behavior to be 
“directly related to the administration of isonicotinic 
hydrazide.” In a later study ° 78 patients with pulmonary 
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tuberculosis and various mental disorders were treated 
with isoniazid; in this series, 7 patients improved. Of 
these seven, six had chronic brain syndrome with alco- 
holic intoxication (Korsakoff’s psychosis) and the other, 
acute brain syndrome with systemic infection. In the 
entire series there were 41 patients with schizophrenia 
and 2 with depressive psychoses who showed no change. 
The authors concluded that apparently isoniazid is not a 
euphoriant and has no specific effect on mental status 
per se but affects the mental condition only indirectly if 
mental status or personality already have been influenced 
by tuberculosis. Lorenz and others,’ prompted by con- 
flicting reports in the literature of the effect of isoniazid 
therapy on the emotions of tuberculous patients, in- 
vestigated this problem carefully in 15 patients and 
found that no significant changes occurred in the mood 
of those treated. 

Other workers were led to investigate the effects of the 
isonicotinic acid hydrazides on nontuberculous mental 
patients. In a carefully controlled study in which iproni- 
azid was given in doses of 1 to 2 mg. per pound of body 
weight for 16 weeks to 30 long-term mental patients, 
the investigators concluded that the drug had a slight 
beneficial effect. In another controlled study*® 30 
chronic schizophrenic patients were given 50 to 100 mg. 
of isoniazid three times daily for 90 days and showed 
no differences when compared to controls, with respect 
to laboratory, clinical, and psychiatric examination find- 
ings, as well as various psychological test results. Le- 
mere °° treated 65 psychiatric patients with isoniazid and 
found that “‘only 8 showed any improvement that seemed 
to be definitely related to the drug or its suggestive effect.” 
He found, however, that undesirable side-effects, mostly 
referable to the nervous system, were frequent, neces- 
sitating discontinuance of therapy with the drug in half 
his patients because of symptoms that usually appeared 
within two or three days after the start of treatment. 

The reports that deal with the development of psy- 
choses during therapy with isonicotinic acid hydrazides 
are more extensive than the papers on the possible bene- 
ficial effects of the drugs on mental illness. One study*” 
reports the development of psychoses in 3 out of 27 
patients treated with iproniazid; 2 required hospitali 
tion in a mental hospital after five to eight weeks of 
treatment. All were judged “prepsychotic” before treat- 
ment, but the authors had “little doubt that the drug 
played a role.” None of the 32 patients who received 
isoniazid developed psychoses. These authors *” also 
report three cases of psychoses in 17 patients receiving 
iproniazid at two other sanatoriums. The committee on 
therapy of the American Trudeau Society * noted that 
psychoses were reported to be more common in patients 
with an unstable personality and in those with organic 
brain disease, but no other details are given in the re- 
port. Selikoff and his associates emphasized in an earlier 
paper that with isoniazid and iproniazid serious side- 
effects of the central nervous system were common in 
persons who had unstable personalities or a history of 
previous mental illness or convulsive disorder.*” 

A confusional psychosis was reported in a 41-year-old 
woman without previous history of mental or nervous 
disease or alcoholism after four months of isoniazid 
therapy.** She was confused, disoriented, agitated, and 
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had auditory and visual hallucinations. Two months 
after discontinuance of therapy with the drug, she pre- 
sented a Korsakoff type of picture. In another reported 
case '' a tuberculous physician. received between 500 
and 900 mg. of isoniazid a day for almost five months, 
at which point he became confused, irritable, violent, an- 
tagonistic, ataxic, and delusional. By the third day after 
cessation of treatment he was rational. Another paper * 
makes brief reference to two patients who became 
acutely psychotic while receiving isoniazid and who re- 
turned to normalcy after discontinuance of the therapy. 
The same article noted that, of 39 tuberculous psychotic 
patients treated with isoniazid, only one showed any 
serious toxic manifestation that could be attributed to 
the drug. 

A report from Sweden ** noted the development of 
psychoses in three patients after six months of treatment 
with isoniazid. The total number of patients treated is 
not given. One of the patients reported on manifested 
paranoid ideas and had auditory and visual hallucina- 
tions, with slow recovery after discontinuance of therapy 
with the drug. In a summary of the results of chemo- 
therapy of tuberculosis in various institutions throughout 
the country,'® eight cases of psychoses were reported 


TABLE 1.—Therapy Received by Patients Before Transfer to 
Bellevue Psychiatric Hospital 


No. of Cases 
Duration of 


rapy Isoniazid  Iproniazid 
Duration 12 


in patients receiving isoniazid; the total number of 
patients treated could not be ascertained from the hospi- 
tal communications. The observers at one hospital that 
transferred three patients to a psychiatric institution felt 
that the drug was not a factor in producing the psychoses, 
though they “tentatively considered the possibility of its 
having stimulated a quiescent condition.” Addington 
and others ‘* performed serial electroencephalograms on 
52 isoniazid-treated patients and administered psycho- 
logical tests to 40 of this group. They found no evidence 
that isoniazid produced psychosis, and it appeared that 
the effect of the drug on the brain waves of the great 
majority of patients studied was negligible. 


Subjects and Controls 


Of the 79 patients studied, 44 were male and 35 fe- 
male, ranging in age from 13 to 81 years. Seventy-three 
had received isoniazid, while six had been given ipro- 
niazid. These drugs were given alone or, as was more 
often the case, in combination with other antituber- 
culosis drugs. Table 1 indicates the duration of time that 
therapy with isonicotinic acid hydrazides was received 
by these patients before their transfer to Bellevue Psy- 
chiatric Hospital. Doses for most patients were in the 
usual therapeutic range of 150 to 400 mg. per day. With 
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several exceptions, therapy with isonicotinic acid hy- 
drazides was discontinued on admission to our hospital. 

We first compared all the cases of tuberculosis ad- 
mitted in 1953 with those admitted in 1950, prior to 
the introduction of the isonicotinic acid hydrazides. 
Table 2 summarizes some of these data. These groups 
did not differ significantly with respect to total number, 
percentage of all admissions, or nature of final disposi- 
tion. Of the 1953 admissions, a more significant com- 


TaBLE 2.—Comparison of Patients Admitted for Tuberculosis 
in 1950 and 1953 


1950 1953 

Cases of tuberculosis in New York 

No. of psychiatric 

division of Bellevue.............+: 20,288 18,386 
No. and of patients 

patients committed to 

state hospitals, 48.1 45.7 
patients psychiatrically 

Death in patients, %.. 11.6 10.5 


210 (1.1) 


parison was that between patients treated with the 
isonicotinic acid hydrazides and patients not treated with 
these drugs (table 3). When the percentage of committed 
patients from the group that did not receive isonicotinic 
acid hydrazides is corrected by excluding the deaths 
before making the calculation, the figure is 50%, which 
is the same as for the group that received the drug. The 
reasons for the difference in the death rates are not clear, 
though the efficacy of the drug as well as the differences 
in type of patient in the two groups (age, severity of 
tuberculosis) are probable factors. 

The series treated with isonicotinic acid hydrazides 
was compared with a control group of tuberculous pa- 
tients in our psychiatric division, with respect to past 
psychiatric history, psychiatric picture necessitating ad- 
mission, clinical course, final diagnosis, and disposition. 
For this purpose, we reviewed the charts of 77 psychi- 
atric tuberculous patients admitted in 1950 and dis- 
tributed them according to age and sex so that they were 
roughly comparable to the series treated with isonico- 
tinic acid hydrazides. 


TaBLE 3.—Comparison of Patients Admitted for Tuberculosis 
in 1953 Who Were Treated or Not Treated with 
lsonicotinic Acid Hydrazides 


Treated Not Treated 

Total no. of pationta isis 43 167 
Psychiatrieally cleared, %........... 46.5 43.1 


Psychiatric History 

The mental disturbances necessitating transfer of 
patients treated with isonicotinic acid hydrazides to a 
psychiatric facility for observation can best be presented 
according to the predominant clinical pictures mani- 
fested before admission. In order of frequency, they 
were: (1) schizophrenic symptoms, such as ideas of 
reference, persecutory delusions, and catatonia, in pa- 
tients with clear sensorium; (2) toxic-like reactions, 
with symptoms such as confusion, agitation, auditory 
and/or visual hallucinations, and paranoid ideas, in pa- 
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tients with clouding of sensorium; (3) depressive reac- 
tions and suicidal attempts, gestures, or threats; and 
(4) behavior disturbances and uncooperative, quarrel- 


TABLE 4.—Comparison of Psychiatric Histories of Control Series 
with Series Treated with lsonicotinic Acid Hydrazides* 


No. of Cases 
Treated Control 
Series Series 
Previous psyehiatrie hospitalization, ambulatory 
E.S.T., or psychotic 22 25 
Ambulatory schizophrenia or severe personality dis- 
turbances (psychopathic, paranoid)................ 14 7 
Cerebral 4 5 
Tubercular 2 1 
Total. 000 79 77 


* These histories were recorded prior to therapy with isonicotinie acid 
hydrazides, 
some behavior. In general, the clinical pictures pre- 
cipitating psychiatric hospitalization in the control pa- 
tients were similar to those manifested by the group 
treated with isonicotinic acid hydrazides and occurred 
with approximately the same incidence. The material 
that we obtained regarding the psychiatric histories of 
the patients treated with isonicotinic acid hydrazides 
and of the control subjects is outlined in table 4. With 
backgrounds such as the patients in these groups present, 
the task of evaluating the possible role of therapy with 
isonicotinic acid hydrazides in precipitating the psychiat- 
ric hospitalization is difficult. 


Final Diagnoses 


The final psychiatric diagnoses recorded for patients 
in the series treated with isonicotinic acid hydrazides, 
after the period of psychiatric observation, did not differ 
essentially, with two exceptions, from those noted for 
the control group, either as to specific disorders or as 
to the incidence with which each occurred (table 5). 


TaBLE 5.—Final Psychiatric Diagnosis in Series Treated with 
Isonicotinic Acid Hydrazides and in Control Series 


No. of Cases 
Treated Control 


Final Diagnosis Series Series 


Acute schizophrenic 1 1 
Acute brain syndrome, with aleoholism.............. 6 ll 
Acute brain syndrome, etiology unknown............ 2 

Acute brain syndrome, possibly secondary to ther- 


apy with isonicotinie acid hydrazides.............. 4 vn 
Acute brain syndrome, secondary to fever........... 1 Hh 
Chronie brain syndrome, with aleoholism............ 3 4 
Chronie brain syndrome, etiology unknown......... 4 
Chronie brain syndrome, with cerebral arterio- 

Chronic brain syndrome, with tubercular meningitis 1 1 
Psychosis, with other somatic disease............... + 15 
Involutional 4 3 
Psychopathic 1 2 
Acute situational 1 
Emotionally unstable personality.................... 1 xe 


Psychosis with other central nervous system dis- 
ease, sagittal sinus thrombosis 


Undiaguosed 


i. 
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In the control group, 15 diagnoses were made of psy- 
chosis with other somatic disease, as opposed to 4 such 
diagnoses made in the patients treated with isonicotinic 
acid hydrazides. This reflects, we believe, the diagnostic 
preference of a particular examiner. It was our impres- 
sion, after a review of the charts, that many of those 
patients could have been classified with justification in 
one of several other categories. Among the 79 patients 
treated with isonicotinic acid hydrazides, there were 
6 in whom diagnosis was made of acute brain syndrome 
of unknown etiology; diagnosis in 3 of these was listed 
as possibly secondary to isoniazid intoxication and in 
one as possibly secondary to iproniazid. No cases of 
acute brain syndrome of unknown cause were noted 
among the final diagnoses in the 1950 group, though 
study of the charts revealed cases classified under other 
diagnostic headings in which the causes for acute psy- 
chotic episodes were not apparent. Nevertheless, this 
difference between the two groups was thought to be 
of possible significance. In the three cases in which 
the clinical impression implicated isoniazid more strongly 
than any other etiological factor, as well as in the two 
cases diagnosed as of unknown cause (also isoniazid- 
treated), complete clearing of the mental pictures oc- 
curred in less than two weeks. All of these patients were 
discharged to their homes or sent to a general chest serv- 
ice. In the fourth case in which a diagnosis of acute 
brain syndrome secondary to drug intoxication (ipro- 
niazid) was made, the patient was committed to a state 
hospital after being observed for nine days. A careful 
review of the six cases was made, and follow-up studies, 
when possible, were done. 


Report of Cases 


Case 1.—A 34-year-old Negro woman had been ill with 
tuberculosis for 11 years, during which time she had been 
hospitalized for treatment four times. There was no history of 
alcoholism or mental illness. She had been receiving isoniazid 
for 11 months as an outpatient when she had a sudden onset 
of psychotic behavior in church, which led to her admission to 
the psychiatric division of our hospital. At that time she was 
markedly excited and hyperactive, and her speech was irrelevant, 
disconnected, and dealt with the delusion that she knew the 
secret of the atom bomb. She was in poor contact and required 
restraint. Isoniazid therapy was discontinued on admission. The 
patient’s mental disturbances cleared up quickly, and she was 
much improved on the fifth hospital day, with a partial amnesia 
for the psychotic episode. She was discharged home on the 
11th hospital day, manifesting an excessive religiosity but with- 
out any gross evidence of psychosis. Final diagnosis was acute 
brain syndrome secondary to isoniazid intoxication. Eight 
months later she was readmitted for psychiatric observation, 
with a mental picture similar to the one she manifested earlier. 
She had received no isonicotinic acid hydrazides in the interim. 
Once again the state of excitement disappeared quickly; how- 
ever, ideas of reference and delusions about voodoo, the devil, 
and hypnotism persisted, and she was committed to a state 
hospital with a diagnosis of schizophrenia. At the state hospital 
she was not given isoniazid. She received a course of electro- 
shock treatment and was discharged home after seven months 
with a diagnosis of schizophrenia in remission. ’) 

Case 2.—A 19-year-old Puerto Rican girl with a two-year 
history of tuberculosis, treated in a hospital, had been receiving 
isoniazid for 18 months when she became “hysterical and out 
of contaci” at the prospect of her imminent discharge and 
separation from her boyfriend, a sanatorium employee. Three 
days after admission to our psychiatric division she was sent 
home mentally clear. The diagnosis recorded was acute brain 
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syndrome due to unknown cause. Nine months after discharge, 
during which time she went to school and attended a chest 
clinic, isoniazid therapy was reinstituted. A follow-up examina- 
tion after she had been receiving the drug again for two months 
revealed no change in her mental status. 


Cast 3.—A 47-year-old seaman had been treated in a sana- 
torium for advanced tuberculosis for two years. There was a 
history of chronic alcoholism and a previous brief psychiatric 
hospitalization for an acute alcoholic psychosis. While he was 
receiving 20 mg. of isoniazid per kilogram as one of five patients 
in an experimental series, he became restless, disoriented, 
assaultive, and paranoid after five days of such therapy. (The 
four other members of this series were reported to have shown 
no toxic reactions other than somnolence.) Therapy with the drug 
was discontinued, and the patient was admitted to our psychi- 
atric division. The mental picture cleared completely in one 
week, and the patient was transferred to the general hospital 
with a diagnosis of acute brain syndrome, possibly secondary 
to therapy with isonicotinic acid hydrazides. He remained there 
for two months without further treatment with isonicotinic acid 
hydrazides and was then returned to the tuberculosis sanatorium, 
where isoniazid treatment was begun again. After 16 months of 
this therapy, combined at various times with streptomycin, 
aminosalicylic acid, and one or more of the newer antituber- 
culosis agents, he was reported to have developed an acute 
psychotic episode characterized by confusion, agitation, and 
paranoid ideas. Isoniazid therapy was discontinued for two 
weeks and the mental picture cleared, only to recur six weeks 
after therapy with the drug was reinstituted. It was at that time 
that he was readmitted to the psychiatric division, where 
isoniazid therapy was discontinued. He displayed marked in- 
crease in psychomotor activity and was loquacious, euphoric, 
paranoid, and uncooperative. He had many religious pre- 
occupations, admitted hearing the voice of God, and referred to 
electronic rays and flying saucers. He was oriented for time and 
place, and intellectual functioning appeared intact. His agitation 
subsided in a few days, but delusional preoccupations persisted 
for about one month. He was then restarted on therapy with 
isoniazid and remained mentally clear, though he was suspicious 
and querulous during the following month of treatment before 
return to the sanatorium. 

CasE 4.—A 58-year-old man who had had tuberculosis for 
10 years and a history of chronic alcoholism was transferred to 
our psychiatric division from a tuberculosis sanatorium after 
several months of isoniazid therapy, because he “played with 
his feces and talked at random.” Aside from mild organic in- 
tellectual impairment, there was no evidence of psychosis or any 
behavioral aberration manifested on our wards. He was returned 
to the sanatorium with a diagnosis of acute brain syndrome, 
etiology unknown. A follow-up examination after 12 months 
revealed that he had received no further therapy with isonicotinic 
acid hydrazides and had displayed no untoward behavior. 

Case 5.—A 36-year-old Negro woman who had tuberculosis 
of the lungs and spine for three years had undergone several 
operations for spondylosyndesis, with resultant right-leg and 
partial left-leg paralysis. Six months after iproniazid therapy was 
started, “nocturnal episodes of psychosis” were reported and 
therapy with the drug was stopped, with disappearance of the 
episodes. After a two-week period iproniazid therapy was re- 
instituted, but a week later the patient began to have auditory 
hallucinations, became delusional, and threatened to kill her- 
self. She was transferred to Bellevue Psychiatric Hospital where 
diagnoses of acute brain syndrome with drug intoxication and 
acute schizophrenic reaction were made. Orientation for time 
remained intact, as did intellectual functioning, but she was 
reported to have been disoriented for place. She was committed 
to a state hospital where she received no further therapy with 
isonicotinic acid hydrazides. Hallucinations, delusions, and as- 
saultiveness continued for four months. She then became quiet 
and cooperative, and her hallucinations and delusional ideas 
subsided. She was described as remaining silly and childish but 
was clear enough mentally to be transferred to a tuberculosis 
sanatorium in another state after five more months. 


Case 6.—A 59-year-old former hard-coal miner had a long 
history of tuberculosis for which he had not received treatment 
until several weeks before admission. There was no history of 
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alcoholism or past mental illness. After an undetermined time 
(about one month) on therapy with isoniazid, he was said to 
have become confused, disoriented, belligerent, and to have 
expressed suicidal ideas. On admission to the psychiatric service 
two days after discontinuance of therapy with the drug, the 
patient was noted to be agitated, uncooperative, and imperfectly 
oriented, and he alluded to having been shot at with an 
“aluminum gun” at the other hospital. Two days after arrival 
here he showed marked clearing of his sensorium and became 
quiet and cooperative. Vague paranoid ideas about the doctors 
at the sanatorium persisted, but he was discharged to an out- 
patient clinic three weeks after admission without any gross 
evidence of psychosis. The discharge diagnosis was acute brain 
syndrome, possibly secondary to therapy with isonicotinic acid 
hydrazides. He could not be located for follow-up study. 


Follow-Up Studies 


Study of the six cases reported led us to conclude that 
the patients in cases 1, 2, and 4 were given incorrect 
diagnoses originally; however, review of the other three 
cases did not permit us to conclude, with any certainty, 
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that the initial psychiatric diagnoses were in error. We 
have follow-up information on a total of 26 patients 
treated with isonicotinic acid hydrazides, including those 
in whom we felt that the drugs were more strongly 
implicated than in the majority of our cases. Six of this 
latter group already have been discussed. The remaining 
20, who represent several psychiatric diagnostic cate- 
gories, include patients who were committed to state 
institutions as well as some who were sent home or 
to a general hospital. A brief summary of each of these 
cases is outlined in table 6. A careful review of these 
20 cases does not furnish any evidence that the courses 
of the psychiatric illnesses were influenced in any way 
by the further administration or withholding of therapy 
with isonicotinic acid hydrazides. Rather, the subsequent 
histories of these patients were consistent with the prog- 
nosis associated with the particular psychiatric disorder 
from which the individual patient suffered. 


TABLE 6.—Follow-Up Studies of Twenty Patients Treated with Isonicotinic Acid Hydrazides 


Before Admission to Bellevue 


| 
Duration Psychiatric Course of Treatment 
Case Case Psychiatrie of Drug Diagnosis at A any, 
No. Data* History Drug Therapy Bellevue Disposition No INH ¢t INH 
1 48 Mentally disturbed Isoniazid Unknown Schizophrenia State hos- NO im 
N at time of admis- pital picture after 20 mo. 
F sion to tuberculosis 
hospital 
2 33 Unknown Isoniazid Unknown Catatonie State hos- Isoniazid for 9 mo.: 
Ww schizophrenia pital no change.in mental 
F picture 
3 27 Schizophrenic epi- Isoniazid 2 wk. Postpartum Isoniazid for 5 m 
N sode in adolescence schizophrenic pital also E.S.T.: nueutians: 
F reaction able improvement in 
mental picture 
4 30 Long history of mal- Isoniazid 2 mo. Schizoid State hos- 
Ww adjustment, many psychopath pital to sanatorium with 
M psychiatric hospi- diagnosis of psyecho- 
talizations pathie personality 
5 43 Unknown Isoniazid 3 mo, Schizophrenia State hos- No INH for 1 yr. Isoniazid for 6 mo. 
Ww pital ES ‘T, during this after the year lapse: 
M time; no change in no change in mental 
picture picture 
6 49 History of nervous- Iproniazid 5 mo, Paranoid State hos- 
WwW ness, insomnia, diffi- psychosis pital to sanaterium; no 
M culty in getting along evidence of psychosis 
with other patients; at time of discharge 
left many 
against advie 
7 3? Moderate siosaihs Iproniazid 5 mo. Schizophrenia State hos- No INH for 6 mo.; Isoniazid for 4 mo. 
N pital ES.T. during this after 6 mo. agers 
F time: no change in continued E.S.T.; 
mental picture change in mental ne 
ture; diagnosis of 
paranoid schizophrenia 
made; died (far-ad- 
vanced tuberculosis) 
8 32 Unknown Tsoniazid 3 mo. Schizophrenia State hos- No INH for 1 mo.; Isoniazid for 4 mo.; 
Ww began to show im- continued improvement 
F provement in mental in mental picture dur- 
pieture ing this time; dis- 
charged to sanatorium 
ee 2nd admission 11 mo. Isoniazid 9 mo, Schizophrenia Isoniazid for 244 mo. 
after Ist: fluctuations pital concurrent E.8.T.; 
in mental pieture sorium elear but pe a 
throughout 5 mo. at still psychotic; diag- 
sanatorium nosed as manie-depres- 
sive, manic; died (far- 
advanced tuberculosis) 
9 38 Mentally disturbed Tsoniazid 1 mo. Psychosis with State hos- Otter 
Ww at time of admission somatic disease pital to sanatorium; 10 mo. 
F to tuberculosis hos- later, after lobee 
pital tomy, discharged art 
10 27 Unknown Isoniazid 1 mo Schizophrenia, Isoniazid for 15 mo.; 
N paranoid type pital minimal improvement 
F in mental status 
ll 19 Schizophrenic reaction Isoniazid 6 mo. Schizophrenia State hos- No INH for 6 mo.; Isoniazid for 6 gee 
Ww in early adolescence pital T. during this after 6 mo. lapse; 
F period: no definite tinued E.S.T.; no 
improv ement in ees picture 
12 42 Combat fatigue in Isoniazid Severalmo. Depressive reac- State hos- 
Ww army tion, involu- pital charged after 1 mo, 
M tional type to sanatorium 
13 30 Unknown; tubereu- Isoniazid 2% mo. Psychosis with State hos- Disetiavged to tubers 
N losis for 4 yr.; had somatic disease pital culosis clinic after 
F migrated frora hos- 2 mo. 


pital to hospital 


4 
4 
| 
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TABLE 6.—Follow-Up Studies of Twenty Patients Treated with Isonicotinic Acid Hydrazides—Continued 


Before Admission to Bellevue 


Duration Psychiatric Course of Treatment 
Case Case Psychiatrie of Drug Diagnosis at AW —, 
No. Data* History Drug Therapy 7 Disposition No INH ¢ INH 
14 57 Involutional depres- Isoniazid mo. Involutional Home 

Ww sion, treated with psychosis after discharge 

F E.S.T. 

15 2 previous psychotic Isoniazid Unknown Involutional Home Isoniazid for 11 mo. 
episodes long before psychosis since diseharge; man- 

F isoniazid treatment; agement problem during 
history of ulcerative 7 mo. hospitalization 

at sanatorium; does 
well at home on same 
dosage of isoniazid 
16 87 Chronie alcoholic Isoniazid 9 mo. Acute brain syn- Returmed to Isoniazid for 3 mo 
Ww Iproniazid Last%mo. dromesecondary sanatorium returned to sepibietrie 
M of above to acute and service as behavior 
chronic alco- problem 
holism 

oe 2nd admission 4 mo. Isoniazid 3 mo. Without General chest Aiter 7 mo. stay in icbvuechabekeasesease P 

after Ist psychosis service whieh thoracotomy 
wus done, left hos- 
pital against advice 
43 Emotionally unstable, Isoniazid 10 mo. Emotionally Generel chest... {soniazid for the 7 mo, 
N paranoid unstable, service since discharge; no al 
M paranoid teration in personality 
personality from before isoniazid 
therapy 
18 48 Chronic alcoholic Isoniazid & mo. Without Isoniazid for 21 mo.; 
bi psychosis sanatorium no evidence of psy- 
is 
19 35 14 yr. of tubercu- Iproniazid 10 mo. Without Isoniazid for 6 mo.; 

Ww losis; many hospital psychosis; service considered an uneoo) 

F admissions (for tuber- neurotic ative patient and pel 
culosis) with history character ferred to sanatorium 
of being nervous, disorder where isoniazid and 
“hysterical,” and a iproniazid were given, 
behavior problem sometimes concurrently, 

for 8 mo, until she died; 
never a behavior prob- 
lem during this final 
admission 
20 82 Unknown Isoniazid % mo. Acute toxic General chest vnbbadducReeceissseee é Isoniazid continued on 
N psychosis service psychiatrie service and 
M secondary or 3 mo. thereafter; 
to fever sensorium remained 
and severe clear; transferred to 


tuberculosis sanatorium where iso- 

écleared) niazid pong 
tinued for 2% 1 
more; 
for 2 more mo., with 
mental picture of alter- 
nating cheerfulness and 
reactive depressed state; 
left against advice 


* Age (yr.), race, sex. +t INH, isonicotinie acid hydrazides. 


Patients Treated More Than Six Months 


Twenty patients who received isonicotinic acid hy- 
drazides for more than six months were studied to learn 
whether the duration of therapy in this group provided 
more evidence for the existence of psychoses than was 
obtained from the series treated with isonicotinic acid 
hydrazides as a whole. That the mental disorders of 
these patients were not more severe or longer-lasting 
than the disorders occurring in those patients treated 
for less time is indicated by the percentage of commit- 
ments to state hospitals, which was lower (45%) in pa- 
tients treated for more than six months than for all pa- 
tients in the series (59.5%). The percentage of patients 
with past psychiatric hospitalizations in the group treated 
for at least six months was a little higher (30%) than for 
the entire group (27.8% ). Three of these 20 patients 
received iproniazid for more than six months. The most 
marked systemic toxic reactions seen in the entire series 
were manifested by two of these patients who complained 
of vertigo, headache, tinnitus, palpitation, twitching of 
the lower extremities, and constipation. Another ipro- 
niazid-treated patient had troublesome numbness and 
tingling of extremities. Symptoms noted by some * after 
iproniazid therapy was withdrawn were not seen in the 
few patients in our series given this drug. 


Summary and Conclusions 


With the continuing successful use of the isonicotinic 
acid hydrazides in the treatment of tuberculosis, we 
were led to study the nature and incidence of psychoses 
occurring during such therapy. In comparing a group of 
79 tuberculous patients treated with isonicotinic acid hy- 
drazides with a control series of 77 tuberculous patients 
not so treated, no statistical or clinical evidence emerged 
to justify a conclusion that isoniazid causes or precipi- 
tates psychosis when given in therapeutic doses. Of 
the 79 treated with isonicotinic acid hydrazides, only 
6 received iproniazid. The data pertaining to this latter > 
group suggested no difference between isoniazid and 
iproniazid with regard to effect on mental status, though 
we can draw no conclusion from so small a number of 
iproniazid-treated cases. We originally tended to think 
of the isonicotinic acid hydrazides as possibly precipi- 
tating psychoses in individuals who were predisposed 
because of severe personality disturbance, “latent” psy- 
chosis, or past mental illness. Future data may eventually 
confirm this view, but our present information does not 
bear it out. 

We have not seen any reports on the specific incidence 
of mental disturbance in large numbers of tuberculous 
patients receiving isonicotinic acid hydrazides, Some 
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idea of such incidence was obtained from the chest 
service associated with our general hospital from which 
17% of our psychiatric tuberculous patients in 1950 
and 10% of such patients in 1953 were admitted. This 
service admitted 2,222 patients with tuberculosis in 
1950, of whom 35 (1.1%) were subsequently trans- 
ferred to our psychiatric wards. In 1953, 1,961 tuber- 
culous patients were admitted to the chest service, and, 
of these, 21 (1.2%) required psychiatric observation. 
Of the 21, only one, a patient with tubercular meningitis, 
had received isoniazid out of a total of 147 who had 
received therapy with the drug during that year on the 
chest service. On the separate children’s tuberculosis 
service, more than 100 patients were treated with iso- 
niazid in average doses of 5 mg. per kilogram of body 
weight. No psychiatric disorders were noted in any of 
these children. 

We feel that the most conservative interpretation of 
our data justifies the conclusion that the incidence of 
psychoses ascribable to isoniazid, if such incidence oc- 
curs at all, is very low. We believe that a history of mental 
disorder or of suspected toxic mental reaction to iso- 
niazid is not a contraindication for the use of this drug. 


550 First Ave. (16) (Dr. Zitrin). 
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PYELONEPHRITIS MASQUERADING AS TOXEMIA OF PREGNANCY 


Frank A. Finnerty Jr., M.D., Washington, D. C. 


Three years ago, in conjunction with the obstetric de- 
partment, a toxemia clinic was instituted at District of 
Columbia General Hospital. To date, 1,130 patients 
have been examined. Several communications ' from 
this clinic have stressed the frequency of hypertensive 
vascular disease masquerading as toxemia of pregnancy, 
regardless of the patients’ age or parity. It was not un- 
usual, for example, to find a 16-year-old primigravida 
with an elevated blood pressure reading, grade 2 hyper- 
tensive retinal changes, no edema, and no albuminuria. 

More recently particular attention has been paid to 
urinalysis in the clinic. Of interest in this regard has been 
a group of asymptomatic “toxemia-suspect” patients. 
Most of them were primigravidas, referred because of 
albuminuria. An elevated blood pressure and peripheral 
edema may or may not have been present. Ophthalmo- 
scopic examination was normal. Urinalysis, in addition to 
albuminuria, revealed clumps of white blood cells and 
glitter cells (large, pale, blue-staining cells with a tend- 
ency to variation in size and shape, to vacuolation, and 
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¢ Among 1,130 women with suspected toxemia, 73 
had persistent albuminuria in the absence of any 
genitourinary symptoms. Of the 73, 37 were ante- 
partum and 36 were postpartum patients, and within 
these two groups there were, respectively, 20 and 
14 with evidence of hypertensive vascular disease in - 
addition to signs and symptoms of toxemia. 

Each of the 73 patients showed at least two of 
the following three manifestations of pyelonephritis: 
(1) clumps of white blood cells in the urinary sedi- 
ment, (2) pyelonephritis cells (glitter cells observed 
by supravital staining of sediment from freshly 
voided urine), and (3) positive urine culture. 

Therapy with either sulfonamides or antibiotics 
caused disappearance of the clumps of white cells 
in all patients and either clearing or decrease in 
albuminuria; the urine culture became negative in 
all but three. Two cases are described in some detail 
to show how essential the urinary data were for 
correct diagnosis and how effective the treatment 
was when the diagnosis was clear. Ophthalmoscopic 
examination also contributed important information. . 
If pyelonephritis is not to be overlooked, microscopic 
urinalysis must become standard procedure in ante- 
natal and postpartum clinics. 


to Brownian movement of their cytoplasmic granules). 
Urine culture grew a pathogen (usually Escherichia coli). 
Therapy with the appropriate antibiotic promptly cleared 
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this type of toxemia. Of 1,130 patients with suspected 
toxemia, 73 have fallen into this category of “pyclo- 
nephritis masquerading as toxemia of pregnancy.” An 
analysis of these cases forms the basis of the present 
report. 

Materials and Methods 


Patients with suspected toxemia were referred imme- 
diately from the antepartum clinic at the first indication 
of toxemia. In addition to these patients, in order that 
control observations might be made from the onset of 
toxemia, it was requested that all primigravid patients 
less than 16 years old (11% of the clinic population) be 
referred after their first antepartum visit. Patients were 
followed at weekly intervals until term or until hospital- 
ization was advised. Post partum, they were seen at 
three weeks, six weeks, three months, six months, and 
one year. 

Besides the usual obstetric examination, including 
weekly blood pressure determinations, a careful ophthal- 
moscopic examination through dilated pupils was done 
at each visit by me. In addition, a complete urinalysis 
was done weekly. If albuminuria was found (more 
than a trace by the 2% sulfosalicylic acid method), (1) 
microscopic study of the supravital-stained sediment of 
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although there was sometimes a trace of albumin. The 
patients given diagnoses of pyelonephritis demonstrated 
normal fundi; peripheral edema was absent or at the 
most 1-+; periorbital edema was absent; and urinalysis 
demonstrated albuminuria, clumps of white blood cells, 
glitter cells, and a positive urine culture. In addition to 
albuminuria, which all patients with pyelonephritis 
showed, at least two of the other three urinary findings 
were considered necessary to establish the diagnosis. 
Glomerulonephritis was diagnosed by the usual criteria 
of history and urinary findings. 

Post partum, the patients were referred to the clinic 
because of persistent albuminuria. Diagnoses originally 
made were renal damage caused by toxemia (22 patients) 
and hypertensive vascular disease plus toxemia (14 pa- 
tients). Final diagnoses included pyelonephritis plus hy- 
pertensive vascular disease (13 patients), pyelonephritis 
plus toxemia (10 patients), and pure pyelonephritis (10 
patients). A cause for the persistent albuminuria was not 
found in three patients. Urologic studies, including 
cystoscopy and pyelography, failed to reveal an obstruc- 
tive uropathy in these cases. 


No patient, antepartum or postpartum, complained of 
genitourinary symptoms at any visit. Fever or tender- 


TABLE 1.—Diagnoses in Patients with Pyelonephritis Masquerading as Toxemia of Pregnancy 


Antepartum (37 Patients) 
A. 


Pyelonephritis Masquerading as Toxemia 


ro 


Diagnosis Final Diagnosis 


vascular disease vascular disease 
dete se 20 + pyelonephritis.. .......... 


+ pyelo- 
nephritis 


Postpartum (36 Patients) 


Persistent Albuminuria 
AX 


Original Diagnosis 
Toxemia causing renal dam- 


Final Diagnosis 
Hypertensive vascular disease 


a fresh specimen was performed in order to identify large 
pale-staining leukocytes with vacuolation of the cyto- 
plasm and Brownian movement of the cytoplasmic gran- 
ules—so-called pyelonephritis cells, or glitter cells, as 
described by Sternheimer and Malbin *—and (2) urine 
cultures were obtained. Therapy for pyelonephritis was 
not started until these tests had been done. 


Results 


Thirty-seven patients were antepartum and 36 post- 
partum. The antepartum patients were referred to the 
clinic because of a diagnosis of either toxemia (17 pa- 
tients) or hypertensive vascular disease plus superim- 
posed toxemia (20 patients) (table 1). The final diagnoses 
in this series were pyelonephritis (16 patients), hyper- 
tensive vascular disease plus pyelonephritis (20 patients), 
and glomerulonephritis plus pyelonephritis (2 patients). 

Toxemia was considered to be present when there was 
edema, particularly of the periorbital region, hands, and 
feet, a rising diastolic blood pressure, normal retinal ves- 
sels and a retinal sheen on ophthalmoscopic examination, 
and albuminuria without clumps of white blood cells or 
pyelonephritis cells. The patients with hypertensive vas- 
cular disease demonstrated hypertensive retinopathy; 
peripheral edema was absent or at the most 1+; peri- 
orbital edema was absent; and urinalysis did not reveal 
clumps of white blood cells and pyelonephritis cells, 


ness of the costovertebral angle or abdomen were not. 
found. Careful questioning elicited a history of costo- 
vertebral pain several months previously in one patient. 
Another had noted frequency of urination and high tem- 
perature three months previously. Nine patients showed 
1-++ to 2+ edema, mainly of postural variety and mainly 
of dependent parts of body. Massive edema was not seen 
in these patients. Ophthalmoscopic examination revealed 
no abnormalities in 34 of the patients, hypertensive 
changes (grade 1, 15; grade 2, 19; and grade 3, 1) in 
35 patients, and a retinal sheen in 5 patients. 
Laboratory Studies.—All patients persistently showed 
albuminuria (1+ to 4+). In most instances, however, 
it was 1+ or 2+ before institution of therapy. Quantita- 
tive determination of albumin was not performed. 
Clumps of white blood cells were seen in 61 of the 73 pa- 
tients. Pyelonephritis, or glitter, cells were looked for in 
freshly voided urine in all patients. They were found in 
60 of the 73 cases. In 63 of the 73 patients a positive 
urine culture for the same organism was obtained on two 
or more occasions prior to therapy. The organisms found 
in culture were as follows: Esch. coli, 41 patients; Esch. 
intermedium, 7 patients; Proteus, 5 patients; Aerobacter 
aerogenes, 3 patients; Pseudomonas, 3 patients; Micro- 
coccus (Staphylococcus) pyogenes var. aureus, 3 pa- 
tients; and a paracolon bacillus, one patient. As would 
be expected, Esch. coli was the most frequent organism _ 


16 
19 


212 PYELONEPHRITIS—FINNERTY 


found. Mixed infections were not seen in these patients. 
Of the 73 patients, 57 showed clumps of white blood 
cells, glitter cells, and a positive urine culture. Two of the 
three urinary abnormalities were found in all patients; 
17 patients lacked one of the triad of abnormalities. Good 
correlation was seen between a positive glitter-cell stain 
and a positive culture. In 53 of the 60 (88% ) cases in 
which glitter cells were demonstrated, there was a posi- 
tive urine culture. On the other hand, only 14 of the 63 
patients (22% ) with a positive urine culture failed to 
show glitter cells. 
Therapy 


Fifty-seven patients received either sulfadiazine or 
sulfisoxazole in a dosage of 2 to 3 gm. per day for an 
average of 15 days (10 days to three months). The 16 
others received tetracycline hydrochloride (13), tetra- 
cycline hydrochloride and oxytetracycline (1), chloram- 
phenicol and streptomycin (1), and streptomycin and 
oxytetracycline (1). As with the patients treated with 
sulfadiazine, therapy was continued for an average of 
15 days. 


Response to Therapy—An average of 15 days of 
therapy caused disappearance of clumps of white blood 
cells and prompt clearing or decrease in albuminuria in 
all patients and produced a negative urine culture in all 
but three patients. Antibiotic therapy caused a lowering 
of arterial pressure in 12 of the 61 patients who mani- 
fested hypertension originally (an average of 20 mm. 
Hg). Of interest was the observation that the presence 
of pyelonephritis caused persistence of the retinal sheen 
in four patients beyond the sixth postpartum week and 
persistence of hypertension in seven patients post partum. 
When antibiotic therapy was instituted, the retinal sheen 
disappeared in one week and a reduction in arterial pres- 
sure was noted in 10 days. Whether this revresents cause 
‘and effect cannot be determined from the available data. 


Report of Cases 


Case 1.—A 16-year-old Negro girl was referred to the toxemia 
clinic in the sixth month of her first pregnancy because of a rise 
in diastolic pressure from 60 to 85 mm. Hg and development of 
edema and albuminuria. The patient was asymotomatic. Physical 
examination revealed a blood pressure of 130/90 mm. Hg and 
2+ peripheral edema. There was no abdominal, suprapubic, or 
costovertebral angle tenderness. Ophthalmoscopic examination 
was normal. Urinalysis revealed 2+ albuminuria and clumps of 
white blood cells. Supravital staining of the sediment revealed 
the presence of glitter cells, and urine culture grew Esch. coli. 
Following two weeks of therapy with sulfisoxazole, the arterial 
pressure had fallen to 110/61 mm. Hg. Edema, albuminuria, 
and glitter cells had disappeared, and urine culture was negative. 
The remainder of her pregnancy and her delivery were unevent- 
ful. 


The triad of hypertension, edema, and albuminuria in 
a pregnant patient, particularly in a 16-year-old primi- 
gravida, was naturally considered toxemia. An alternate 
diagnosis was not even considered. Without a micro- 
scopic urinalysis, the diagnosis of pyelonephritis would 
not have been made and the toxemia would have con- 
tinued unabated. 

Case 2.—An 18-year-old woman was referred six weeks after 
her first pregnancy because of persistent albuminuria. Her preg- 
nancy had been uneventful until one week before term, when 
there was a rise in arterial pressure from 100/60 to 140/100 
mm. Hg and development of edema of the periorbital area, hands, 
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and feet. Ophthalmoscopic examination revealed a retinal sheen 
with normal blood vessels, and urinalysis revealed only 3+ 
albumin. Therapy with Veratrum and reserpine parenterally and 
acetazolamide orally in the hospital lowered the arterial pres- 
sure to 120/80 mm. Hg and caused a pronounced diuresis. 
Delivery was uneventful. The patient was discharged four days 
post partum with a blood pressure of 120/80 mm. Hg, no edema, 
and 2+ albuminuria. Microscopic urinalysis was not performed 
at this time. 

At the six-week postpartum examination the patient was found 
to be asymptomatic. Physical examination revealed a blood pres- 
sure of 120/75 mm. Hg, no edema, and no abdominal, supra- 
pubic, or costovertebral angle tenderness. Analysis of catheter- 
ized urine revealed 2+ albumin, clumps of white blood cells, and 
glitter cells. Urine culture grew Esch. coli. Therapy with sulfa- 
diazine in the usual doses for two weeks caused complete clearing 
of the urinary findings. When seen again at three and six months 
post partum, the patient was asymptomatic and complete urin- 
alysis and urine culture were normal. 


Persistence of albuminuria after a pregnancy with 
toxemia does not necessarily indicate renal damage 
due to toxemia. Again, undisputable evidence of pye- 
lonephritis is seen in a completely asymptomatic patient. 
Whether pyelonephritis was present or not at the time 
of discharge of this patient is not known, since micro- 
scopic urinalysis was not performed at that time. Failure 
to make the correct diagnoses in the postpartum period is 
particularly dangerous, for without symptoms the busy 
mother will have no reason to return to the physician 
until pregnant again, thus giving much time for the 
kidney infection to become well rooted. 


Comment 


The fact that pyelonephritis during pregnancy may be 
present without pain, dysuria, chills and fever, or physi- 
cal findings of costovertebral angle and abdominal ten- 
derness is not appreciated generally. Not one of these 73 
patients complained of flank pain, burning, or frequency 
of urination. The diagnosis was made solely by micro- 
scopic urinalysis, glitter-cell staining, and urine culture. 

There is difference of opinion concerning the incidence 
of pyelonephritis during pregnancy. Baird * reported 
that 20% of the primigravid patients admitted to the ° 
antepartum wards of his hospital! had pyelonephritis. In 
contrast to this high figure are the low percentages re- 
ported by other authors: Traut,! 2%; Cabot,’ 0.7%; 
Crabtree,® 2.50; and Mussey and Lovelady,’ 2%. Most 
reviews * indicate that pyelonephritis occurs more fre- 
quently in the first than in subsequent pregnancies. Our 
data would tend to support this observation. Our data 
throw no light on the incidence of pyelonephritis in preg- 
nancy, however, since these patients were referred be- 
cause of toxemia, none of them complaining of genito- 
urinary symptoms. The true incidence of pyelonephritis 
in pregnancy is not known, first, since microscopic 
urinalysis is not a routine procedure in most obstetric 
clinics and, second, since most reports on the subject 
refer only to patients with genitourinary symptoms. A 
study to determine the frequency of pyelonephritis 
(symptomatic and asymptomatic) in young pregnant 
girls is now in progress. 

Interest in the possible relationship between pyelone- 
phritis and toxemia was given renewed impetus by the 
work of Peters and co-workers.” In 320 patients with a 
diagnosis of toxemia of pregnancy, Peters found that 41 | 
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actually had pyelonephritis. In this same series, autop- 
sies on 25 patients with known toxemia demonstrated 
active pyelonephritis in 44%. Discussing these findings 
in 1936, Peters states that “the seriousness of the asso- 
ciation of pyelonephritis and pregnancy and toxemia 
little justifies the casual attitude which it is usually ac- 
corded.” 

That such an attitude still exists is attested to by the 
fact that (1) Dieckmann,’® in the only reference to 
pyelonephritis in his classic monograph on toxemia, 
states that “pyelonephritis, which occurs frequently in 
pregnant patients does not show any obvious relation to 
toxemia of pregnancy” and (2) microscopic urinalyses 
are not done routinely in many of the antepartum clinics 
of university hospitals and teaching centers. 

The data presented in this study in no way suggest, 
nor do I mean to imply, that toxemia is caused by pye- 
lonephritis. What is apparent, however, is the fact that 
pyelonephritis may masquerade as toxemia of pregnancy. 
Although the findings of an elevated blood pressure 
and/or albuminuria and/or edema in a pregnant patient 
are consistent with the diagnosis of toxemia of preg- 
nancy, they by no means are diagnostic of this condition. 
Besides toxemia, the diagnostic possibilities include hy- 
pertensive vascular disease, hypertensive vascular dis- 
ease plus toxemia, pyelonephritis, and glomerulonephri- 
tis. Previous studies from this clinic have suggested that 
ophthalmoscopic examination may serve to differentiate 
toxemia from hypertensive vascular disease.'* A com- 
plete urinalysis when combined with an ophthalmoscopic 
examination should enable the physician to differentiate 
between the remainder of the above disorders. 

Table 2 shows that toxemia is present when the 
ophthalmoscopic examination reveals a retinal sheen (a 
wet, glistening retina, more intense and of greater extent 
than is ever seen in the normal person) and normal ar- 
teries and urinalysis reveals only albuminuria. Hyper- 
tensive vascular disease exists when the retinal arteries 
show hypertensive changes and there is no retinal sheen. 
When both hypertensive changes and a retinal sheen are 
seen on ophthalmoscopic examination with or without 
albuminuria, toxemia is then superimposed on hyper- 
tensive vascular disease. The finding of normal fundi and 
albuminuria suggests pyelonephritis; the presence of 
clumps of white blood cells and glitter cells clinches the 
diagnosis. Though a retinal sheen and albuminuria are 
seen in both toxemia and acute glomerulonephritis, 
hematuria seen microscopically (occasionally gross hem- 
aturia) is seen more commonly in glomerulonephritis. 

Just as the triad of hypertension, edema, and albu- 
minuria is not diagnostic of toxemia in a pregnant pa- 
tient, so also the persistence of albuminuria in the post- 
partum state is not diagnostic of renal damage due to 
toxemia. That toxemia may cause permanent vascular 
renal damage and that this damage is related to the 
duration of the toxemia process and not to the severity 
of the disease has been suggested by many observers. 
It is fallacious, however, to conclude immediately that 
persistence of albuminuria after pregnancy with toxemia 
means renal damage due to toxemia. In our 36 post- 
partum patients indisputable evidence of pyelonephritis, 
either alone or in combination with hypertension, was 
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found in 33 patients. Antibiotic therapy promptly cleared 
the albuminuria in these cases. Without making a search 
for pyelonephritis, the correct diagnosis would un- 
doubtedly not have been made until chronic kidney 
damage had developed. 

Of practical importance in this regard was the good 
correlation between the finding of glitter cells and a 
positive urine culture. The technique for staining is easy 
to learn; the cells are easily recognized, and the proce- 
dure can be performed quickly and inexpensively in the 
office. The presence of glitter cells in a freshly voided 
specimen enables the physician to make the diagnosis 
and institute therapy for active pvelonephritis imme- 
diately. 

Differentiation of the various disorders causing hyper- 
tension, edema, and albuminuria has more than academic 
significance. In each of the cases reported here, chemo- 
therapy promptly caused clearing of the toxemia in the 
antepartum patients, thus permitting the patient to con- 
tinue a normal pregnancy. More important than this, 
however, was the elimination of the possibility of chronic 
infection and subsequent development of hypertension. 
The fact that pyelonephritis is responsible for 15 to 20% 
of malignant hypertension (Weiss and Parker **), to- 


TABLE 2.—Differential Diagnosis of Toxemia 


Ophthalmoscopic Urinalysis 
Examination 
_ White Red 
Retinal  Reti- Albu- Blood Blood 
Sheen nopathy min Cells Cells 
Hypertensive vascular disease 0 be 0 0 
Hypertensive vascular disease 
Pyelonephritis................. 0 0 + a 0 
Glomerulonephritis............ + 0 + + + 


gether with the fact that one-sixth of patients with chronic 
pyelonephritis die with hypertension (Smith '*), makes 
early recognition and prompt and intensive treatment of 
this disease an absolute necessity. Unless a microscopic 
urinalysis was performed, the diagnosis of pyelonephritis 
would not have been made in these patients. This is a 
treatable type of toxemia and a preventable type of 
hypertension. 

Something more than the usual perfunctory ante- 
partum examination of urine and blood pressure is essen- 
tial if pyelonephritis is not to be overlooked. It is strongly 
recommended, therefore, that a microscopic urinalysis be 
incorporated into the routine of obstetric clinics, ante- 
partum and postpartum, whether the patient has symp- 
toms or not. 

Summary 


Of 1,130 patients referred to a toxemia clinic, 73 were 
found to have pyelonephritis. None of these patients 
complained of any genitourinary symptoms, nor was 
fever or costovertebral angle or abdominal tenderness 
found. Diagnosis was made solely by microscopic uri- 
nalysis and urine culture. The 37 antepartum patients 
were referred because of toxemia, and the 36 postpartum 
patients were referred because of persistent albuminuria. 
Appropriate antibiotic therapy promptly cleared the 
toxemia and the persistent albuminuria. The data did 
not demonstrate any relationship between pyelonephritis 
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and toxemia of pregnancy but clearly showed that pye- 
lonephritis frequently masquerades as toxemia of preg- 
nancy. If pyelonephritis is not to be overlooked, micro- 
scopic urinalysis must be incorporated into the routine 
of antenatal and postpartum clinics. 
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NEUROTOXIC REACTIONS RESULTING FROM 
CHLORPROMAZINE ADMINISTRATION 


Robert A. Hall, M.D., Robert B. Jackson, M.D. 


Jean M. Swain, M.D., Agnew, Calif. 


Many recent reports on the use of chlorpromazine as 
a therapeutic agent in mental illness have stressed the 
occurrence of Parkinsonism as a toxic or side-effect of 
its administration. There have been variable findings 
about the incidence of this phenomenon, and some of 
the reports describe in neurological terms the general 
features of Parkinsonism while others simply use this 
term without amplification. It is the purpose of this pa- 
per to describe the development of neurological abnor- 
malities resembling those seen in paralysis agitans (Park- 
inson’s disease) in a group of chronic cases in semidis- 
turbed schizophrenics at Agnews State Hospital who re- 
ceived chlorpromazine (Thorazine) for about two months. 
The term Parkinsonism refers to a specific group of 
neurological signs and symptoms resulting from lesions 
affecting the basal ganglions and substantia nigra. 
Some of the abnormalities in motor function observed in 
this study, though similar to Parkinsonism, are different 
from the classical signs of Parkinsonism. Therefore it is 
felt that a more appropriate term to apply to these phe- 
nomena is “neurotoxic reaction.” 

Some of the early reports by American investigators * 
do not mention neurotoxic complications of chlorproma- 
zine administration. Even a paper given as recently as 
December, 1954,* makes no reference to the phenomena 
‘in a large series of patients, Anton-Stephens * described 
two patients considered to have had “overdosage” who 
entered a state of “dissociation,” with bewilderment, in- 
continence, and, in one patient, perseveration of speech. 
In the other patient retardation almost to the point of 
mutism developed. With reduction of dosage these symp- 
toms cleared by the 7th and 10 days respectively. Leh- 
mann‘ stated in reference to this problem, “Patients 
receiving large doses of Chlorpromazine exhibit definite 
motor retardation, with an unsteady gait, while the facial 


From the Agnews State Hospital, California Department of Mental 
Hygiene. Drs. Hall and Jackson are now in San Jose and Palo Alto, 
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Chlorpromazine was supplied as Thorazine for this study by Smith, 
Kline & French Laboratories, Philadelphia. 


* Neurotoxic reactions were observed in 36 of 90 
patients who received chlorpromazine over a period 
of about two months. The earliest findings were 
cogwheeling of the limbs and loss of associated 
‘movements. The latter together with rigidity of 
limbs and of face were most frequent. Tremor, skin 
changes, disturbances of gait, drooling, and general 
poverty of movement were also observed. 

The syndrome resembled paralysis agitans. Pa- 
tients of the hebephrenic type were especially sus- 
ceptible, but intensity of symptoms was not strongly 
correlated with dosage or psychiatric improvement, 
and there was no relation to hepatic dysfunction. 

Improvement generally occurred within a month 
of the time when administration of chlorpromazine 
was discontinued, but six patients still showed neu- 
rological signs 60 days or more thereafter. 


expression becomes rather wooden and the general ap- 
pearance resembles that of Parkinsonism but there is no 
muscular rigidity. With smaller doses these phenomena 
are less pronounced. There is usually marked drowsi- 
ness, which may increase to the point of somnolence. 
Deep and superficial reflexes may be unaltered or slightly 
depressed. . . . The effects of the drug persist for about 
48 hours after termination of treatment.” However, he 
does not give the incidence of the above abnormalities in 
a group of 71 patients. 

Thiebaux * described three cases in which there was 
the appearance of “contracture,” with cogwheeling, 
tremor, and disturbance of gait, speech, and salivation. 
These signs were found in varying degree in the majority 
of patients treated with chlorpromazine. The signs dis- 
appeared without sequelae as soon as the therapy was 
stopped in serious cases and terminated spontaneously 
during the course of treatment in mild cases. In 100 pa- 
tients studied by Azima® the incidence of neurotoxic 
reaction was 4%. The patients developed ‘ta syndrome 
resembling Parkinsonism” about the 21st day of admin- 
istration, showing “generalized cogwheel rigidity, tremor, 
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masklike facies, and marked motor retardation.” This 
syndrome gradually disappeared over a period of two 
months. Kinross-Wright * commented, “The develop- 
ment of Parkinsonism is an unexpected and intriguing 
phenomenon in a few patients. It recedes uneventfully 
when chlorpromazine is stopped. It may have profound 
neurophysiological implications but for practical clinical 
purposes is analagous to the moon face and hirsutism of 
Cushing’s disease seen in some patients on adrenocortical 
hormones.” His paper does not present any quantitative 
data regarding the incidence of Parkinsonism from the 
use of this drug. 

A study by Goldman * of 500 patients receiving chlor- 
promazine reports that 54 showed a “paralysis agitans— 
like syndrome” and states, “The minimal manifestations 
are development of blank facies and some rigidity of 
the extremities, with a stooped posture. In others these 
symptoms are exaggerated and the characteristic pill- 
rolling tremor develops, with changes in gait and speech 
and salivation of varying degree.” A later report by the 
same author *® gives an incidence of 15%, the highest 
previously reported incidence to date, to our knowledge. 
Interestingly, Lehmann '° stated that four patients with 
paralysis agitans had diminution of rigidity and reduc- 
tion of frequency of tremor when given chlorpromazine, 
and four patients with choreoathetotic movements re- 
sponded with a reduction of involuntary movements. 
Goldman °* reported improvement in patients with heredi- 
tary chronic progressive chorea with mental deteriora- 
tion (Huntington’s chorea) who received this drug. 


Methods 


This report arises from a controlled double-blind in- 
vestigation of the therapeutic efficacy of chlorpromazine 
in the treatment of chronic cases in semidisturbed schizo- 
phrenics. The psychiatric aspects have been discussed 
elsewhere.'' Early in the study evidence of neurotoxic 
reactions was noted in a few patients simply by observa- 
tion of gross changes in their motor behavior, especially 
gait and related motor functions. Neurological examina- 
tions were not done on any of the patients in the period 
immediately preceding the administration of the medica- 
ment; however, the development of signs and symptoms 
of neurotoxic reaction, with progression during con- 
tinued administration of the drug, and, in general, abate- 
ment with reduction or termination of dosage, usually 
made the relationship of these abnormalities to chlor- 
promazine administration quite definite. Some of the 
milder, and especially the equivocal cases, of neurotoxic 
reaction could have been more adequately evaluated if 
premedication examinations had been done. 

Ninety patients (including three not reported in a pre- 
vious paper ‘' due to incomplete psychological studies) 
in this study received chlorpromazine in varying dosages 
over a period of 64 to 66 days. Dosage was gradually in- 
creased in all patients in a similar manner and usually 
was constant during the last half of the period of admin- 
istration. All patients showing any evidence of possible 
neurotoxic changes, as noted by ward nurses, technicians, 
or physicians, were given detailed neurological examina- 
tions by one or more of the staff physicians, and if neuro- 
logical abnormalities were detected they were descrip- 
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tively recorded. Subsequent examinations were per- 
formed at intervals on each patient showing neurotoxic 
reactions. The histories of these patients were reviewed 
for evidence of any previous central nervous system dis- 
turbances. Cerebrospinal fluid examination was per- 
formed on 26 patients who showed neurotoxic reactions. 

The neurological signs appearing in each patient who 
showed neurotoxic reactions were tabulated, and each 
sign was rated according to severity from one to four 
plus, corresponding to equivocal, mild, moderate, and 
severe. Severity was rated relative to the neurological 
signs seen in this group of patients and not in terms of the 
severity of such or similar signs seen in patients with 
classical Parkinsonism. An over-all rating of degree of 
neurotoxic reaction, using the same four grades of se- 
verity, was given to each patient by taking into considera- 
tion the number and severity of neurological abnormal- 
ities exhibited. Other data were obtained from each pa- 
tient’s records and studied with regard to the appearance, 
abatement, persistence, or worsening of the neurotoxic 
condition. 


TaBLe 1.—Jnitial Signs of Neurotoxic Reactions 


Patients 

Signs No. % 

Loss of associated 23 o4 


Results 


Thirty-six patients (40%) developed evidence of 
neurotoxic condition. The initial signs noted in these 
patients include one or more neurological abnormalities 
first noted by any of the hospital personnel and con- 
firmed by neurological examination. The frequencies of 
these initial signs are given in table 1. Cogwheeling of 
the limbs, usually the arms, was one of the several initial 
signs in 23 patients, and it was the only initial sign in one 
patient. It is felt that evaluation of the presence of slight 
cogwheeling is quite difficult, especially in severely psy- 
chotic patients whose ability to cooperate for this ex- 
amination is often impaired. Loss of associated move- 
ments while walking was the initial sign in 23 patients. 
This was manifested by reduction or loss of arm swing 
or head and neck movements while walking and turning. 
Many of the patients showing loss of arm swing held 
their arms semiflexed but out some distance in front of 
their bodies, with their forearms and hands projecting 
horizontally in front of them in a peculiar fashion. This 
positioning, suggestive of catatonic posturing but dis- 
appearing after the treatment was withdrawn, was often 
maintained whether the patient was sitting, standing, 
or walking. However, voluntary movements were fairly 
readily accomplished (usuaily with slowness and poverty 
of movement), with a return to this unusual posture 
when the voluntary act was completed. Loss of asso- 
ciated movements occurred as an initial sign only in 
association with one or more other signs. 
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Rigidity, usually of the arms, occurred as an initial sign 
in 17 instances but never as a single initial sign. It 
was usually “leadpipe” in nature. Again the difficulty in 
assessment of this sign in psychotic patients is worthy 
of mention. Cogwheeling and rigidity usually were found 
together, but there were a few instances of either occur- 
ring in the absence of the other and persisting in that 
manner throughout the duration of neurotoxic signs. In 
view of the unclear relationship of cogwheeling, tremor, 
and rigidity in classical Parkinsonism, it should be 
pointed out that tremor also occurred at times in the 
absence of the other two signs. Facial rigidity was pres- 
ent as a single initial sign in only one patient and oc- 
curred in association with other signs initially in 13 other 
cases. This rigidity varied from mildly impaired facial 
mobility with reduction of frontalis muscular action to 
severe rigid mask-like facies. 


TABLE 2.—Frequency of Neurotoxic Signs 


No. of Patients, by 


Severity Rating * Total 

Signs + No. % 
Loss of associated movements. 12 ll 7 2 32 &9 
Rigidity of limbs................ 0 s 22 2 $2 89 
Cogwheeling of limbs........... 1 4 19 5 29 80 
Facial rigidity................5.. 5 18 7 0 25 69 
0 2 12 5 19 53 
Poverty of movement........... 1 6 5 0 13 33 
Skin changes. 0 7 5 0 12 33 
Gait disturbance................. 1 4 4 0 9 25 
1 3 2 0 6 7 
Impaired convergence............ 0 2 1 0 3 8 


* + = equivocal, ++ = mild, +++ = moderate, and ++++ = severe. 


TABLE 3.—Over-All Severity Rating of Neurotoxic Reactions 


Patients 
Severity * No % 


* + = equivocal, ++ = mild, +++ = moderate, and +++ 4- = severe. 


Tremor of the hands occurred as one of the presenting 
signs in 12 patients and eventually developed in 7 others. 
In 3 of these 19 patients an estimate of the rate, whether 
rapid or slow, was not specified. Ten patients showed 
a slow tremor of approximately the rate seen in Parkin- 
sonism, i. e., 4 to 8 cps. None of these patients showed 
a classical “pill-rolling” tremor. Six patients exhibited 
a more rapid tremor that was less often present at rest, 
usually being evident on fine movements and position- 
ing of the hands. Present initially in six patients, skin 
changes consisted of an oily or greasy facial skin, espe- 
cially on the forehead, with at times a scaly to waxy 
change of the skin in this area. -A few patients had a 
rather exudative waxy substance on their foreheads that 
would rub off, with pressure, on the examiner’s finger. 

Gait disturbances included variations of stooped, rigid 
posture with flexed head, shuffling steps with forward- 
leaning, “turning in one piece,” and slowness of move- 
ment, besides the previously described loss of associated 
movements. Drooling was a phenomenon that occurred 
in only six of the patients, and it was severe in one case 
and moderate in three. The fluid was of a quite viscous, 
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stringy or ropy consistency, and the patient with severe 
drooling had to carry a towel constantly to absorb the 
copious flow. Poverty of movement was the slow, de- 
liberate, rather hesitant performance of voluntary motor 
acts. Impaired convergence was found in only three pa- 
tients but is another sign that is difficult to elicit in a 


TaBLE 4.—Duration of Neurotoxic Reactions 


No. of Patients 
With Persisting 
Signs 


Days 
Beyond 
Cessation 
of 


| 


Clear of Question. 


Therapy Signs able Definite 


group of patients such as this. When found, it disap- 
peared after chlorpromazine therapy was discontinued, 

Tabie 2 lists the frequency of the above-discussed 
signs throughout the entire period of observation. It 
can be seen that the frequency of occurrence approxi- 
mately parallels the frequency as an initial sign. A rating 
of the severity of each sign is included and shows, for 
example, that, of the 32 patients having impairment of 
associated movements, 12 had complete absence of arm 
swing (severe, or 4+-). It is felt that this latter sign is 
rather a sensitive indicator of a neurotoxic reaction to 
chlorpromazine therapy. As shown in table 3 the over-all 
degree of neurotoxic reaction in 18 patients (50%) was 
rated as moderate or severe. Since manifestations of 
neurotoxic reactions were an unexpected development} 
during the study, the onset of symptoms was not re- 
corded with exactness in each instance. As closely as 
could be determined, the onset of neurotoxic reactions 
occurred in 3 patients between 20 and 29 days after start- 
ing treatment, in 11 between 30 and 39 days, in 11 be- 
tween 40 and 49 days, in 5 between 50 and 59 days, in 
5 between 60 and 69 days, and in one between 80 and. 
89 days. In one patient, it was not until 17 days after 
the treatment was stopped that signs of neurotoxic reac-_ 
tion were detected, and they were questionably present 93 
days after completion of the administration of the drug. 


TABLE 5.—Dosage at Onset of Neurotoxic Reactions * 


Mg./Day 
| 
150 225 300 375 450 600 
Patients with neurotoxie reactions........., 1 1 2 1 19 8 
Patients with no neurotoxic reactions t.. 2 5 6 4 26 5 


Pour neurotoxie dosages missing, six non- missing. 
+ Modal dosage during last four weeks of treatment 


The duration of neurotoxic reaction is shown in table 
4. Twenty patients (56%) were free of signs within 29 
days after the medication was stopped; however, six pa- 
tients (17%) showed definite persisting neurological ab- 
normalities 60 days or more after completion of drug ad- 
ministration. The daily dose of chlorpromazine at the 
time of onset of neurotoxic reactions is recorded in table 
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5. Also listed are the dosages of patients who did not 
develop neurotoxic reactions, the value recorded being 
the modal dosage in the last four weeks of treatment. Sta- 
tistical analysis reveals only a weak association of neuro- 
toxic reactions with dosage (Kendall’s ** + = 0.166), 
despite the apparent trend in that direction. The inci- 
dence of neurotoxic reactions in the hebephrenic sub- 
group, as noted in table 6, indicates that this group has 


TABLE 6.—Diagnosis 


Patients 

Without 

Neurotoxie Neurotoxie 

Reactions Reactions 

Classification No. % No. % 
Schizophrenic reaction 
Chronie undifferentiated type............. 6 26 17 74 

Hebephrenic 61 9 39 
Without diagnostic type designated..... me ee 1 oe 


Manic-depressive reaction 
a greater susceptibility to neurotoxic reactions. This was 
statistically significant (p <0.02 [chi-square test]). Study 
of dosage versus diagnosis does not seem to indicate that 
hebephrenics received higher dosage, and we found no 
other ready explanation for this interesting association. 
Table 7, correlating age with neurotoxic reactions, sug- 
gests that the age group from 40 to 49 might be less sus- 
ceptible to neurotoxic reactions than the others, but this 
is not statistically significant (p < 0.20 [chi-square test]). 

Twenty-six patients showing neurotoxic reactions and 
11 patients on placebo therapy were given spinal fluid 
examinations. There was no significant difference in the 
cell count, total protein level, or gold curve of the spinal 
fluids of the two groups. However, 13 (50%) of the 
patients with neurotoxic reactions had elevated spinal 
fluid pressure (greater than 180 mm. H.O, in horizontal 
position), while only 2 (18%) of the patients receiving 
placebos had this finding. The difference is statistically 
significant (p < 0.02). Prior somatic therapy, including 
insulin, pentylenetetrazol (Metrazol), electric convul- 
sive therapy, and prefrontal lobotomy, had no statis- 
tically significant effect on susceptibility as far as can 
be determined in our sample. The relation of neuro- 
toxic reactions and improvement of mental illness was 
investigated. Improvement was taken as estimated by 
psychiatrists and a psychologist. In the case of the psy- 
chologist, who was less aware of the neurotoxic condi- 
tions than the psychiatrists, no significant association was 
observed (Kendall’s 7). The association exhibited by the 
psychiatrists’ evaluation was weak but just statistically 
significant at the 5% level (Kendall’s 7). The evidence 
that neurotoxic reaction is associated with degree of im- 
provement is thus weak and equivocal. 


Report of Cases 


Case 1.—A 42-year-old white man, admitted in 1938 and 
continuously hospitalized because of schizophrenic reaction, 
hebephrenic type, had received electroshock treatment without 
significant improvement and in recent years had become more 
aggressive and assaultive. On Dec. 11, 1954, administration of 
chlorpromazine therapy was begun. On the 50th day of treat- 
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ment he was noted to have possible diminution of arm swing 
and mild cogwheel rigidity of the arms was found. Daily dosage 
of chlorpromazine at that time was 450 mg. Dosage was main- 
tained at the same level, and there was no change in his neuro- 
logical signs during the remaining 14 days of chlorpromazine 
administration. Four days later neurological examination 
showed no evidence of the previous signs. This case is described 
as an example of an equivocal neurotoxic reaction. 

Case 2.—A 46-year-old white man entered Agnews State 
Hospital in July, 1951, having been previously hospitalized twice 
for mental illness. A diagnosis of schizophrenic reaction, para- 
noid type, was made. On Dec. 11, 1954, he was started on 
chlorpromazine therapy and 51 days later was found to have 
mild impairment of associated movements, a mild slow tremor, 
and moderate cogwheeling of the arms. He was receiving 600 
mg. of chlorpromazine daily at that time, and this dose was 
continued for the remaining 13 days of administration. Five 
days after therapy was stopped there was slight diminution of 
arm swing only, and two weeks later associated movements 
were normal. He was rated as showing mild neurotoxic re- 
actions. 


Case 3.—A 41-year-old white man had been hospitalized 
since 1938 with schizophrenic reaction, hebephrenic type. On 
Dec. 17, 1954, chlorpromazine therapy was started. Forty-five 
days later he was found to have reduced associated movements, 
facial rigidity, and rigidity of the arms. Daily dosage of 600 mg. 
of chlorpromazine therapy was continued for 20 days, and the 
patient’s signs progressed to almost complete absence of arm 
swing when walking, rather mask-like facies with greasy facial 
skin, moderate impairment of convergence, and moderate cog- 
wheeling and rigidity of the arms—primarily the wrists and 
elbow flexors. He also developed nystagmus on lateral gaze to 
either side. He was rated as showing moderate neurotoxic re- 
action. Fifty-nine days after chlorpromazine therapy was dis- 
continued he still exhibited diminished arm swing and equivocal 
rigidity of his arms and was considered as having questionable 
persisting signs of neurotoxic reaction. 

Cast 4.—A 40-year-old white woman had been hospitalized 
since 1951 with a diagnosis of schizophrenic reaction, hebe- 
phrenic type. On Dec. 31, 1954, she was started on chlor- 
promazine therapy. Sixteen days later she developed reduction 
of arm swing, tremor, and cogwheeling of her limbs. Daily 
dosage was 300 mg. of chlorpromazine. Her signs progressed, 
with complete loss of arm swing, rigid facies, moderately severe 
slow tremor, and severe cogwheel rigidity of her arms. She was 
classed as showing severe neurotoxic reactions, and when dosage 
was diminished there was reduction in severity of her neuro- 
logical signs. Thirty-seven days after chlorpromazine therapy 
was completed all of these signs had cleared. 


Taste 7.—Correlation of Age and Neurotoxic Reactions 


Patients 
With Without 
Neurotoxie Neurotoxie 
Reactions Reactions 
Age, 
Yr. No. % No. % 


Comment 


The incidence of neurotoxic reactions as determined 
in this study is much greater than has previously been 
reported, though smaller dosages of chlorpromazine were 
used in this project than have been given in many similar 
investigations. Also, we find no significant association of 
dosage and neurotoxic reactions within the dosage range 
used. It is possible that closer attention to the detection 
of any of these abnormalities was given by us; yet a 
systematic neurological evaluation of every patient who 
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received the drug was not performed. Furthermore, it is 


felt that the use of the double-blind method in this study 
- gives reliability to our findings. Only three patients re- 


ceiving placebos showed signs interpreted as evidence of 
chlorpromazine neurotoxic reactions, two patients hav- 
ing been rated as equivocal. The third patient died during 
the course of the study, with symptoms of central nervous 
system pathology including signs of extrapyramidal sys- 
tem dysfunction. 

The neurotoxic reactions occurring with this drug can 
best be described as a “Parkinson-like syndrome,” but 
with differences from the classic Parkinsonism as pre- 
viously described. Extrapyramidal motor system dys- 
function is certainly apparent and seems correlated with 
increased cerebrospinal fluid pressure. However, no 
pathological studies are available for study with regard 
to possible morphological changes within the central 
nervous system. The possible relationship of the mani- 
festations of neurotoxic reaction to a subclinical impair- 
ment of liver function, as suggested by others,'* has been 
considered by us. Many of the patients who were found 
to demonstrate signs of extrapyramidal system dys- 
function were studied for evidence of liver disorder by 
means of liver function tests and needle biopsy, the find- 
ings of which will be fully reported in a subsequent com- 
munication. There appears to be no positive correlation 
between neurotoxic reactions and liver dysfunction. On 
the other hand, the clearly increased association of neuro- 
toxic reactions with the hebephrenic subtype in our 
sample seems to deserve further investigation and ex- 
planation. Since hebephrenics are perhaps the “most 
schizophrenic of schizophrenics” one might speculate 
whether the still somewhat hypothetical organic predis- 
position to this disease might also predispose to neuro- 
toxic reactions. It would be interesting to know if non- 
schizophrenic patients have the same susceptibility to 
neurotoxic reactions. Some stress might be given to the 
fact that we found only a weak and equivocal association 
of neurotoxic reactions with psychiatric improvement. 
Considerable emphasis has been placed on such an asso- 
ciation by discussants during two recent conferences on 
chlorpromazine. 

Summary 


Of 90 patients who received chlorpromazine (Thora- 
zine) for about two months, 36 (40%) showed evidence 
of neurotoxic reactions. The neurological abnormalities 
that were noted can best be described as a “Parkinson- 
like syndrome.” Six patients showed persisting neuro- 
logical signs 60 days or more after administration of the 
drug was completed. 
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CLINICAL NOTES 


ORGANIZATION OF A FLUID AND 
ELECTROLYTE BALANCE SERVICE 


Oscar O. Christianson, M.D., Spokane, Wash. 


The importance of an adequate study of fluid and elec- 
trolyte balance in patients is slowly but surely being rec- 
ognized by the medical profession. Such studies not only 
may save the lives of critically ill patients but will prevent 
patients from becoming seriously ill as a result of a 
gradual accumulation of small daily deficits or excesses 
in fluids and electrolytes. The more general use of such 
studies is still being seriously retarded because of several 
factors, particularly in smaller hospitals. Now, with the 
availability of the flame photometer with which sodium 
and potassium levels are readily determined, the average 
hospital laboratory can perform the necessary tests rap- 
idly, accurately, and economically. However, the greatest 
deterrent to the use of such studies is probably that the 
subject seems too overwhelming for the average busy 
practitioner and that the set-up of a fluid and electrolyte ~ 
service sounds like too formidable an undertaking. This 
is particularly true in small hospitals, where the volume of 
work does not warrant the fine type of service described 
by Statland.’ Nickerson * has written a pamphlet that is 
helpful in organizing such a service. A fluid and electro- 
lyte balance service has been put into operation at St. 
Luke’s Hospital. It, was set up to make its use as con- 
venient and simple as possible for the attending physi- 
cian as well as for the nursing and laboratory services. 


Organization of the Fluid and Electrolyte Service 


To keep a fluid and electrolyte service operating 
smoothly and efficiently, it is necessary first of all to have 
available instructions for all the interested services. Sec- 
ondly, after all the data have been recorded on the fluid 
and electrolyte balance sheet, the most important step 
is the final analysis of the data, the evaluation of the 
patient, and the ordering of more fluids, electrolytes, and 
other necessary medicaments by the attending physician 
or intern. It is fully realized that there is a great need 
for readily available information about this complicated 


From the Clinical Laboratory, St. Luke’s Hospital. 
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subject that can guide the physician in treating fluid 
and electrolyte imbalances in his patient. With these 
problems in mind, there was placed on every service a 
pamphlet entitled “Fluid and Electrolyte Therapy,” 
which incorporates instructions in the operation of the 


ST. LUKE'S HOSPITAL 


FLUID AND ELECTROLYTE BALANCE SHEET 


FLUID AND ELECTROLYTE BALANCE—CHRISTIANSON 


\ 


219 


oral and parenteral, is kept on an “intake and output” ) 
slip. This slip and a copy of the fluid and electrolyte bal- 


ance routine are kept on a bulletin board in the patient’s 


room. At7 a.m. the intake is recorded in the appropriate | 
place on the fluid and electrolyte balance sheet (fig. 1), 


which is kept on the patient’s chart. If possible the 
patient’s weight is also recorded. 


Laboratory Routine.-—The laboratory routine in- 


moses org ro cludes the following procedures. 1. The quantity of 
Weight Na Weight Balance xx 2. In the examination of the 24-hour urine specimen, 
P x the pH and specific gravity are recorded. Tests are 
COs 
Oral * Onl rca Made for albumin and glucose. If albumin is present, 
Tote an tie nn an examination for casts and red blood cells is made 
on a centrifuged specimen. 3. The sodium and potas- 
eo ees sium level of each 24-hour specimen is then deter- 
mined on the Baird flame photometer. The chloride 
level is determined by the method described by 
TOTAL INTAKE TOTAL INTAKE J 
Scribner.* The serum bicarbonate level is determined 
by Scribner's titration method.’ A convenient carry- 
nse —__ ing kit (fig. 2) contains all the chemicals and instru- . 
ments necessary for determining the serum bicar- 
bonate and chloride levels. 4. The medical tech- 
Verna: aie ida nologist records all the data in the appropriate places 
eg & &. on the fluid and electrolyte balance sheet in the pa- 
(Cine Mod 150 tient’s chart. 5. The following routine laboratory 
work is recommended: (a) a panel group of tests 
TOTAL OUTPUT TOTAL OUTPUT ‘ 
: to be ordered together, namely, serum sodium, 
BALANCE or BALANCE or 
~ chloride, potassium, and bicarbonate level deter- 


COMPOSITION OF REPLACEMENT FLUIDS 


minations; and (b) the following additional tests to 


be listed on the instruction sheet and a brief state- 


ment along with the indication for each: blood PH, 


blood protein level, serum calcium level, serum phos- 


phorus level, specific gravity of serum, nonprotein 


nitrogen or urea of blood, hematocrit, and eosinophil 


Conder in milli-equiva- 
per liner Na cl COs Ca Dextrose NH+ | Me | 
a 14 } 103 5 a 5 3 2 
Polysal_(Cutter) | 103 | 10 3 
in_ saline (Baxter) + 103 16 : 
vie wit 103 10 55 5 SO gm 
Ringer's Lactate (Hartmann’s) 27 
nger's_(3 chlondes 
Ri ¢ ) 
Solution D for ducd. loss (Abbott) 138 0 12 SO | 100 gm 
ution G for (Abbott 63 7 70 
Darrow’s (Cutter) 12 53 
Kadalex (Baxter) 2 [Sem 


count. 


Fig. 1.—Fluid and electrolyte balance sheet of St. Luke’s Hospital. 


service and serves as a quick guide to the physician. It is 
a 30-page outline that lists symptoms, physical findings, 
and laboratory data and suggested treatment of all the 
important fluid and electrolyte disturbances of the body. 
The outline is also of great value to the nurses. On the 
inside of the back cover is a short outline of the fluid and 
electrolyte balance routine. On the inside of the front 
cover is a copy of the “fluid and electrolyte balance 
sheet.” On it is indicated with different colored crayons 
the portions to be filled in and completed by the nursing 
staff, laboratory, and physician. The routine of the fluid 
and electrolyte balance service can be broken down into 
the following three major groups. 

Routine of Nursing Staff —The routine of the nurses 
consists of the following procedures. 1. When a patient is 
placed on the fluid and electrolyte service, a large card 
entitled “fluid and electrolyte balance” and below it a 
card entitled “intake and output” are placed in a card 
holder at the head of the bed. 2. For saving 24-hour 
specimens of vomitus, urine, drainage, and all other 
excretions from the body, appropriately labeled gallon 
bottles are obtained from the laboratory. The 24-hour 
specimens are sent to the laboratory at 7 a. m. 3. An ac- 
curate record of the amount and kind of 24-hour intake, 


Routine of Attending Physicians.—The attending 
physician has the following duties. 1. He completes 

the fluid and electrolyte balance sheet, after the nurse and 
medical technologist have entered their data. In the “in- 
take” portion of the form sheet he can readily enter the 
amounts of sodium, potassium, and chloride given the pa- 
tient. This calculation is aided by referring to the bottom 


Fig. 2.—Kit for determination of chloride levels in serum and body 
fluids and serum bicarbonate level. A, syringe for standard 0.1 N nitric 
acid, B, sample syringe for bicarbonate level determinations. C, phenyl 
red standard. D, sample tube. E, titrating tube. F, sample syringe for 
chloride level determinations. 


of the sheet, which shows the composition of the paren- 
terally given fluids most commonly used in the hospital. 


2. An important entry on the balance sheet is entitled 


I 
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“cumulative balance” in the column under intake. After 
a careful appraisal of the patient and with the help of the 
data in the outline, “Fluid and Electrolyte Therapy,” the 
physician records the estimated fluid and electrolyte defi- 
cit or surplus. 3. The subtraction of the total output of 
fluids and electrolytes from the intake gives the positive 
or negative balance of each item. 4. Finally, on the basis 
of the results of the intake and output and laboratory data 
as well as the patient’s condition, the physician, with 
the assistance of the outline, “Fluid and Electrolyte Ther- 
apy,” and the list of fluids given parenterally at the bot- 
tom of the fluid and electrolyte balance sheet, outlines 
the therapy for the next 24 hours or more. 


Cost of the Fluid and Electrolyte Balance Service 


The cost of this service has not yet been determined. 
An attempt is being made to make the cost nonprohibitive 
for such a vital and often lifesaving service. The cost on 
the average is approximately one-half of what the tests 
would be if ordered separately. 

Summit Boulevard and A Street. 
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LEUKEMIA AND PREGNANCY 
A PROBLEM IN TRANSMISSION IN MAN 


Howard R. Bierman, M.D. 

Paul M. Aggeler, M.D. 

Hulda Thelander, M.D. 

Keith H. Kelly, M.D. 

and 

Fauno L. Cordes, B.A., Duarte, Calif. 


The viral concept of the etiology of the leukemias and 
allied disorders in man has long been entertained. This 
concept has been supported primarily by the studies of 
transmissibility of leukemia in lower animals.’ Recent 
studies have revealed that lymphocytic leukemia in mice 
of the A-K strain can be transmitted from generation to 
generation by cell-free extracts of leukemic organs if 
the extracts are given to mice in the suckling stage.” Mice 
carrying this agent appear completely healthy until they 
develop leukemia later in their life. Such studies, if con- 
firmed, would suggest that true congenital transmission 
of lymphocytic leukemia occurs in mice. 


From the Hospital for Tumors and Allied Diseases and the Division 
of Research of the City of Hope Medical Center (Drs. Bierman and Kelly 
and Miss Cordes); the Department of Medicine (Dr. Aggeler) and 
the Department of Pediatrics (Dr. Thelander), Children’s Hospital, San 
Francisco, 


This study was supported in part by the Leukemia Research Foundation 
of Los Angeles, Inc. 
Dr. Melvia Black of St. Luke’s Hospital, San Francisco, and Dr. Fred 


S. Preuss, City of Hope Medical Center, reviewed and interpreted the 
microscopic slides. 


J.A.M.A., May 19, 1956 


Identical experimental studies on the etiology of the 
leukemias in man are, of course, not feasible. For ex- 
ample, the administration of cell-free extracts from leu- 
kemic donors to suckling infants under experimental 
conditions has not so far been proposed. Nonetheless, 
although not recognized as such, transmission may have 
already been performed in a manner available for study 
in humans in many instances. Every viable infant born 
of a leukemic mother may have in effect been exposed 
to large amounts of a leukemia-producing agent in the 
parent. Furthermore, the infant, as a direct offspring, 
has as excellent a hereditary pattern for transmission as 
is generally available in man. 


There have been at least 50 reported instances of 
leukemic mothers giving birth to viable infants.* While 
careful observations in all these reports have shown that 
not a single infant showed evidence of a leukemic proc- 
ess, there are no detailed studies of mother and child in 
the immediate postdelivery state. Furthermore, transfu- 
sions of leukemic blood into leukemic or nonleukemic 
patients in more than 200 instances have failed in every 
instance to transmit the disease.‘ Moreover, the report- 
ing of follow-up studies of such offspring has been sadly 
neglected. It is the purpose of this report to present a 
carefully studied instance of a leukemic mother giving 
birth to a viable infant. It is suggested that all available 
data obtained at birth, together with periodic follow-up 
studies, be reported in all such instances of viable infants 
born of leukemic mothers. By this means, reliable in- 
formation may be documented for the benefit of future 
generations concerning the mechanism of transmission of 
the leukemias in man. 


Report of a Case 


A 27-year-old Caucasian housewife was well until she became 
aware of progressive weakness and excessive fatigue in July, 
1952. She immediately consulted her physician, who elicited no 
significant findings. Her blood cell count at that time was re- 
ported as normal. 

She was again seen on Nov. 12, 1952, with the same com- 
plaints. At this time the hemoglobin level was 7.8 gm. per 
100 cc., and erythrocyte count 2,400,000 per cubic millimeter, 
and leukocytes were recognized in varying stages of development. 
She was found to be about three and a half months pregnant. 
She received two units of whole blood on Nov. 15, after which 
the hemoglobin level was reported to be “45 percent,” erythro- 
cyte count 2 million, and leukocyte count 125,000 per cubic 
millimeter. The patient denied any symptoms other than slight 
weakness and dyspnea on exertion, which became noticeable a 
week or so prior to the time she was given blood by transfusion. 

She was referred to one of us (P. M. A.) for consultation. 
The pertinent findings on physical examination were small bi- 
lateral posterior cervical, right posterior auricular, and bilateral 
axillary lymph nodes. The ocular fundi were within normal 
limits. There was no gingival hypertrophy, but one small bleed- 
ing spot was noted on the left upper gingival margin. The thyroid 
was very firm and situated quite low in the suprasternal notch. 
There was a prominent plexus of veins over the anterior thorax 
Starting in the area of the suprasternal notch and extending down 
over the sternum to both breasts and up over the anterior part 
of the left shoulder. The sternum was very tender to pressure. 
The lungs were clear. The heart was not enlarged. The blood 
pressure was 100/70 mm. Hg. The pulse was 92 per minute. 
The area of splenic dulness extended te about 15 cm. above 
the costal margin in the left midaxillary line. On deep in- 
spiration the tip of the spleen was felt about 5 cm. below the 
left costal margin, deep in the abdomen. The uterus was palpable 
4 cm. below the level of the umbilicus. 
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The hemoglobin level was 7.6 gm. per 100 cc., erythrocyte 
count 2,900,000 per cubic miliimeter, and leukocyte count 
140,000. Differential count showed polymorphonuclears, 1%; 
prolymphocytes, 30% ; lymphocytes, 69% ; and 1 normoblast per 
100 leukocytes. The platelet count was 75,400 per cubic milli- 


Fig. 1—A, Chest film taken on Dec. 4, 1952, revealing a widened 
superior mediastinum owing to a tumor mass, which was shown to be 
anterior in the lateral film. There was slight tracheal deviation to the 
right. B, chest film made Jan, 17, 1953, showing an increase in the 
superior mediastinal mass. C, chest film showing regression in size of 
the mediastinal mass on Feb. 2, 1953. The increase in the size of the 
cardiac outline over the previous films probably was due in part to the 
pregnant state and to the leukemia. D, chest film made two days before 
cesarean section. Note the further increase in cardiac size. 
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Fig. 2.—Changes occurring in the peripheral blood leukocyte count in 
parent and the iniant (Dale) during and following the delivery by cesarean 
section. Note at the first possible moment for comparison between the 
mother and child the great discrepancy in counts and stability of leuko- 
cyte level. 


meter, the reticulocyte count, 3.3%, and the blood type B, Rh 
positive. Examination of the posterior iliac crest marrow aspirate 
showed prolymphocytes, 23%; lymphocytes, 73%; normoblasts, 
2%; and an occasional metamyelocyte. The predominant cells 
were classified as prolymphocytes, and in most cases they con- 
tained several small nucleoli. The nuclear chromatin was more 
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aggregated than in a lymphoblast, but less so than in a mature 
lymphocyte. The blood and bone marrow findings in this case 
were compatible with a diagnosis of subacute lymphocytic 
leukemia, X-ray films of the chest revealed a large tumor mass 
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Fig. 3.—Changes in hemoglobin, erythrocyte, and platelet levels in 
mother and child (broken line, child; solid line, mother). Note the low 
platelet and erythrocyte counts immediately after delivery in blood from 
the umbilical cord. The subsequent counts were in capillary blood ob- 
tained by puncture. 


in the anterior superior mediastinum that was thought to be a 
lymphoma or substernal thyroid (fig. 14). The trachea was 
displaced slightly to the right. The heart was normal in size and 
shape. The parenchyma of the lungs was clear. An x-ray study 


Fig. 4.—A, myometrium of pregnancy, with lymphocytic infiltrates be- 
tween muscle fibers and in lymphatics consistent with lymphocytic leu- 
kemia (low power, hematoxylin and eosin stain). B, decidua, with a 
marked increase of lymphocytes within decidual tissue and blood (low 
power, hematoxylin and eosin stain). C, focal lymphocytic aggregates in 
placental blood around the villi. Note the remarkable absence of lympho- 
cytes in fetal vessels (high power, hematoxylin and eosin stain). D, section 
of umbilical cord. Note the absence of any cellular infiltrate (low power, 
hematoxylin and eosin stain). 


‘ 
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of the chest once again confirmed the previous findings, and the 
bilateral superior mediastinal tumors were considered to be most 
likely due to lymph node enlargement. 

In view of her pregnancy, the patient received the following 
x-ray therapy through 20 by 30 cm. portals over the chest; on 
Dec. 15 and 23, 1952, and on Jan. 5, 1953, the anterior portal 
received 10 r in air, for a total of 30 r, and on Dec. 19, 1952, 
the posterior portal received 10 r. 

Because of progression of her symptoms and continued ade- 
nopathy, together with the appearance of numerous petechiae, 
dry cough, perspiration, and rapidly increasing anemia, it was 
felt that further therapy was needed. In addition to repeated 
transfusions, 5 mg. of triethylene melamine was given every 
four to six days, stariing on Jan. 9, 1953 (fig. 1B). Both objective 
and subjective improvement was remarkable, and it was con- 
sidered that she might possibly carry through to gestation. 
Cortisone therapy was started on Jan. 21, 1953, the dose con- 
sisting of 100 mg. daily for five days, which was then reduced 
to 50 mg. daily for five days and then maintained at 25 mg. 
daily. A surprisin: reduction in the mediastinal mass occurred, 
and, although the small dose of roentgen therapy may have con- 
tributed to this result, it was felt that the triethylene melamine 
and cortisone were large!y responsible (fig. 1C). 
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fined. The patient was placed in an oxygen tent, and administra- 
tion of 5% carbon dioxide and 95% oxygen inhalations peri- 
odically was started. On March 23 there was generalized 
tympanitic distention of the abdomen, the temperature rose to 
102 F (37.7 C), the pulse to 140, and the respirations to 25 per 
minute. Slight bleeding from the lower part of the abdominal 
wall developed. On March 24 the lower fourth of the incision 
opened, and bleeding points were controlled with sutures. 


Jaundice increased at this time, and the icterus index was 75 . 
units. The chest was filled with coarse rhonchi again without 
evidence of consolidation. Although the patient was unable to 
cough up bronchial secretions adequately, the respirations were 
not rapid or labored at this time. Portable roentgenogram of 
the chest showed no evidence of pulmonary consolidation or 
atelectasis. The temperature was 102 F, pulse 160, and respira- 
tions 30 per minute. The patient was placed in an oxygen tent. 

From March 26 onward she received intravenous infusions of 
1,000 cc. of 5% dextrose in water every 12 hours alternately 
with 5% dextrose in saline solution. Each liter of fluid con- 
tained 5 million units of penicillin, 1 gm. of streptomycin, and 
1 gm. of dihydrostreptomycin: The patient developed signs of 
consolidation in both lower lobes. Her temperature was !02 F, 
the pulse 140, and the respiration rate 30 per minute. Marked 


Hematological Data on Leukemic Mother and Nonleukemic Child, During and Immediately After Cesarean Section 


Mother Child 
Erythro- Erythro- 
Leuko- eytes, Leuko cytes, 
eytes, Platelets, Millions Packed Retieu- ey tes, Platelets, Millions Packed Reticu- 
Time, Semple per per per Hbe.. Cell ocy tes, Sample _ per per per Hbe., Cell locytes, 
A.M. i Cu. Mm. Cu. Mm. Cu. Mm. Gm., % ol. % Site Cu, Min, Cu. Mm. Cu. Min. Gm., % Vol. % 
Placenta, 16,800 20,000 1.50 ix as ee Placenta, 4,400 145,000 3.74 
mother's baby’s 
side side 
Cord, 2,700 70,000 2.39 9.1 28 1.8 Cord, 3,30 100,800 2 84 12.6 41 2.4 
placenta baby’s 
side side 
204,200 30,000 2.74 9.0 28 5,300 370,000 3.74 13.8 49 1.9 
170,200 35,000 $.5d 10.6 82 4.60 240,000 4.17 14.3 47 2.7 


On March 6, 1953, afier two transfusions in the hospital, the 
physical examination again indicated an increase in size of the 
cervical and axillary lymph nodes, with an increase in the venous 
distention over the chest, and it was felt that the condition of 
the patient was definitely deteriorating, despite the lack of change 
in the mediastinal mass (fig. 1D). The dose of cortisone was 
increased to 100 mg. daily and of triethylene melamine to 5 mg. 
every three days, and preparations were made for the delivery 
by cesarean section on March 18, 1953, one month prior to her 
expected date of delivery. She tolerated surgery remarkably 
well on March 21. Extensive studies were conducted on the 
child and mother during the procedure (fig. 2, 3, and 4). Just 
prior to the delivery an arterial needle was placed in the femoral 
artery of the mother for continuous sampling of blood through- 
out the entire delivery. Immediately after delivery of the infant 
from the uterus, specimens of blood flowing to and from the 
infant were taken from the cord. Within the first 15 minutes after 
birth, a sample of capillary blood was taken from the heel and 
a bone marrow specimen was obtained from the right tibia (see 
the table). The child fared extremely well following the delivery 
and was studied carefully for the next 36 hours and at less 
frequent intervals thereafter. 

On March 22, abdominal distention began to develop in the 
mother. The rectal teniperature rose to 100 F (36.6 C) and the 
pulse to 120, and the patient developed a cough productive of 
a small amount of tenacious, mucoid secretion. On this date 
scleral icterus was also noted. There were numerous coarse 
rhonchi in the chest, but no areas of consolidation could be de- 


abdominal distention persisted. On March 27, a gastric tube was 
passed and 1,600 cc. of dark thick fluid was aspirated. A guaiac 
test of the aspirated material was strongly positive. The tem- 
perature was 103 F (38.3 C), the pulse 140, and the respiration 
rate 30 per minute, and she died quietly on the evening of 
March 27, 1953. 

Postmortem examination on March 28, 1953, revealed the 
following pertinent findings. A number of small subcutaneous 
hemorrhages were present about the right elbow and wrist. The 
sclerae and skin were quite yellow. On opening of the pro- 
tuberant abdomen, the intestines were found to be markedly 
distended with gas, apparently due to adynamic ileus. There 
was 800 cc. of bloody fluid free in the peritoneal cavity, but 
definite evidence of peritonitis was lacking. There were some 
clots about the cervical stump, but the rectum and bladder 
appeared to be normal. The spleen was enormously enlarged and 
weighed 1,350 gm. The microscopic picture was consistent with 
lymphocytic leukemia. The liver was also considerably enlarged 
and weighed approximately 3,300 gm. There was marked acute 
parenchymatous degeneration. The kidneys were about equal in 
size and showed acute degenerative changes, especially in the 
convoluted tubules. The mesenteric lymph nodes were enlarged. 
The left thoracic cavity contained about 400 cc. of blood-tinged 
fluid. Both lungs showed evidence of hemorrhagic edema and 
aspiration pneumonitis. They each weighed approximately 900 
gm. Although some oozing of blood apparently occurred from 
the gastric and intestinal mucosa, it was esiimated that not more 
than 500 to 600 cc. of degenerative blood was present in the 
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gastrointestinal tract. The large and small intestine showed 
early necrotic changes and microscopic evidence of very early 
peritonitis. The peribronchial and mediastinal lymph nodes were 
also markedly enlarged. The wall of the uterus removed at 
cesarean section measured up to 5 cm. in greatest thickness. 
The placenta was 18 by 15 by 2.2 cm., with 24 cm. of umbilical 
cord 0.8 cm. in diameter. The placenta showed evidence of 
leukemia in the maternal portion but not the fetal portion. The 
myometrium showed the usual marked hypertrophy of the in- 
dividual fibers, characteristic of the uterus of late pregnancy 
without trophoblastic invasion. Numerous small infiltrates of 
leukemic lymphocytic cells were scattered in the myometrium, 
often near the serosa (fig. 44). The myometrial lymphatics were 
also filled with these cells. The blood in vessels contained vari- 
able numbers of lymphocytes. Near the lumen of the uterus, 
in the decidual vessels (fig. 4B), the lymphocytic component in 
the placenta itself was rather meager. In no instance were these 
cells in abundance. There were no lymphocytes in the fetal 
capillaries or umbilical cord (fig. 4C). 


Anatomic Diagnosis —The anatomic diagnosis was recent 
cesarean section complicating lymphocytic leukemia, with 
adynamic ileus and oozing of blood from the gastrointestinal 
tract, terminal hemorrhagic pulmonary edema, and aspiration 
pneumonitis. 

The child was seen periodically throughout the following year. 
The last blood cell count, in February, 1955, revealed 4,900,000 
erythrocytes, a hemoglobin level of 12.9 gm. per 100 cc., and 
14,150 leukocytes per cubic millimeter, with 26% polymorpho- 
nuclear forms, 63% lymphocytes, 7% mononuclear forms, 3% 
eosinophils, and 1% basophils. The platelet count was 290,000. 


Comment 


It should be noted that the hemoglobin level in the 
child was 12.9 gm. and in the mother it was 8.6 gm. per 
100 cc. In the child the volume of packed red blood cells 
was 41 and in the mother 28 cc. per 100 cc. of blood. 
Platelet count in the parent was only 10,000 per cubic 
millimeter, while the platelet count in the first sample of 
blood obtained from the child was 100,000. In a sample 
of capillary blood taken 12 minutes later from the heel, 
the platelet count was 375,000. 

Significant differences also were observed in the leuko- 
cyte counts immediately before and after the removal of 
the infant from the uterus; the leukocyte count in the 
parent was 154,000 and 132,000 respectively. The 
count obtained from the child’s cord at the first moment 
after delivery was 3,300 per cubic millimeter. The 
classical concept of leukemia emphasizes the overpro- 
duction of leukocytes, presumably owing to stimulation 
of the hematopoietic tissues. Since the hematopoietic 
tissues are widely dispersed in the body, the stimulating 
factor would in all probability be carried in the circulat- 
ing blood and be capable of passing through the placenta. 
It is pertinent, therefore, to point out that at the time of 
delivery the leukocyte level in the infant was at a leuko- 
penic level, with a normal hypercellular marrow, rather 
than elevated. In blood taken from the heel of the 
infant 12 minutes later the leukocyte count was 5,300 
per cubic millimeter. The percentage of lymphocytes was 
greater in the parent than in the child, and the lympho- 
cyte was the predominant cell in both. No abnormal 
lymphocytes were seen in either Wright’s stained or 
supravital blood smears of the infant, although some 
intermediate and large-sized lymphocytes were present. 
Of greatest interest was the observation that the placental 
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barrier was intact against the leukemic cells and plate- 
lets. The depressed leukocyte count at birth in this infant 
is unusual.’ This may reflect the influence of the cyto- 
toxic chemotherapy that the mother received. However, 
the prompt development of a more normal picture in the 
infant immediately after birth suggests that hematopoietic 
activity in the infant was within normal limits. 

It is strongly recommended that similar records be ob- 
tained on all future instances of children born of leu- 
kemic mothers when possible. Such records should in- 
clude full particulars of the parent’s illness, hereditary 
background, and conditions at time of delivery. Incon- 
trovertible hematological data from the parent should 
include at least one adequate bone marrow aspirate with 
a full blood cell count substantiating the diagnosis of 
leukemia. The same data should be obtained on the child 
immediately after birth and again in the immediate post- 
natal period two to five days later. The child should be 
seen at least three times yearly until age 5, and then once 
to twice a year thereafter. This information should be 
deposited in a central agency so that future generations 
may benefit from this collection of reliable information. 
It is well known that many studies on the hereditary 
transmission of diseases in man suffer greatly from lack 
of data carefully obtained from parents and children. 
Since it is highly improbable that any individual or in- 
stitution would ever have the opportunity to study a 
sufficiently large number of similar cases to warrant 
statistical treatment of such material, the formation of 
a repository for such information is a necessity. 


Summary 


A detailed hematological study was made of a mother 
with subacute lymphocytic leukemia before, during, and 
immediately after delivery of a normal infant. Blood 
samples obtained from various sites simultaneously from 
both mother and child immediately after the delivery re- 
vealed no persistent maternal influence upon the leuko- 
cytes in the child. A repository for data obtained from 
children born of leukemic mothers should be established, 
and subsequent follow-up studies of such infants should 
be carried out. 
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PREGNANCY AND DIABETES 


RESULTS OF MANAGEMENT WITHOUT FEMALE 
SEX HORMONE REPLACEMENT THERAPY 


John W. Stephens, M.D. 
Blair Holcomb, M.D. 
and 


Otto C. Page, M.D., Portland, Ore. 


Dr. Priscilla White ' has, through the years, evolved 
a routine for the management of the pregnant diabetic 
woman that has been most successful in her hands. With 
this system she has handled the largest number of dia- 
betic pregnancies and, though many occurred in women 
with diabetes of long duration, often with signs of vas- 
cular disease, there has been an excellent fetal survival 
rate. In spite of the excellence of her results, some 
practitioners have recorded disagreement with some of 
the measures used in handling the diabetic pregnancies. 
Given and co-workers * do not advocate strict chemical 
control of the diabetes, some * do not believe in prema- 
ture delivery by cesarean section, while others * dis- 
agree with the need for sex hormone replacement ther- 
apy. Late in 1951 it was decided that an attempt should 
be made to evaluate White’s routine to determine, where 
possible, those features likely to contribute to the suc- 
cessful completion of pregnancy in the diabetic. 


Method 


From the beginning all cases were classified according 
to the White Pregnancy Risk Classification of Diabetes.*” 
At first we adhered closely to White’s routine except for 
two measures: female sex hormone replacement therapy 
was not used and the patients were not hospitalized rou- 
tinely some weeks before their date of delivery. It 
seemed that such a program, if successful, would indi- 
cate that, even if an imbalance in female sex hormones 
did exist in these pregnancies, adverse results were not 
to be expected because of failure to correct the imbal- 
ance. Furthermore, the cost of these pregnancies could 
be considerably reduced. Later it became apparent that 
routine administration of ammonium chloride and re- 
striction of salt intake were not necessary in the early 
stages of pregnancy. Such measures were instituted only 
when indicated by sudden weight gain or the appearance 
of peripheral edema. 

We felt that the importance of early delivery had been 
convincingly established. This idea has recently been 
upheld by Oakley * in England. However, we did not 
deliver according to White’s classification schedule. 
Our obstetric team has x-rayed the fetal skeleton 
weekly after the 32nd week for evidence of calcification 
of the distal epiphysis of the femur.® This center has 
been present by the “estimated” 37th week in over 80% 
of our babies. Thus, in the majority of instances, de- 
livery was performed in the 37th week. Finally, our pe- 
diatrician * has not felt it desirable to withhold fluids in 
the newborn baby and injects 60 to 75 ml. of 2.5% 
glucose and water solution subcutaneously every 8 to 12 
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hours for the first 24 to 48 hours, after which oral feed- 
ings are usually tolerated. The babies are otherwise 
handled in the manner suggested by White.'” 


Results 


Fifty-two pregnancies were handled from late in 1951 
to January, 1955. The 52 pregnancies occurred in 42 
diabetics. There were 18 primiparas in the group. There 
was one therapeutic abortion (a class F patient) and one 
early spontaneous abortion; thus, 96% of the preg- 
nancies reached viability. Eight of the group had pre- 
viously had one or more spontaneous abortions and had 
not carried a pregnancy to full term. In three others 
there was a history of having had a stillbirth. Forty- 
four of the pregnancies were supervised by one ob- 
stetric team. 

Diabetes was of more than 20 years’ duration in 8% 
of the cases, and in 28% it appeared before 10 years of 
age. Three patients were first found to have diabetes 
during their pregnancy, with confirmation after preg- 
nancy. No prediabetic patients are included in this 
series. Insulin was not required by three patients. Sixty- 
six per cent showed an increase in insulin requirements 
during pregnancy and 36% a decrease in requirements. 
One patient was first seen in severe diabetic acidosis 
when six months’ pregnant. One with moderate acidosis 
and three with very mild acidosis were treated during the 
course of pregnancy. 

Diabetic retinopathy was present without retinitis 
proliferans in 10 instances. In one class F patient ag- 
gravation of the retinitis occurred during pregnancy but 
showed marked improvement afterward. Hypertension 
was noted in two cases, intermittent or persistent al- 
buminuria in seven cases, and acute pyelonephritis in 
three cases. Mild toxemia of pregnancy occurred in 4% 
of cases and polyhydramnios in 14%. Ten patients con- 
tinued through pregnancy to maintain normal salt intake 
and did not receive any diuretic. 

Sixteen of the 18 primiparas were delivered by ce- 
sarean section, and, of 32 multiparas, 24 were delivered 
by cesarean section. Medical inductions were attempted 
only when the cervix was effaced and the head engaged 
at the 36th to 37th week. Sixteen of the newborn infants 
weighed less than 7 Ib. (3,175 gm.), 15 weighed between 
7 and 8 lb. (3,175 and 3,628 gm.), and 19 weighed be- 
tween 8 and 10 lb. (3,628 and 4,535 gm.). 

Congenital anomalies occurred in 8% of the offspring, 
including a cleft palate (the baby’s father had a cleft 
palate), an incomplete fusion of the maxilla, a congeni- 
tal cataract, and hypospadias. Another baby at 9 days 
of age survived a nephrectomy necessitated by a massive 
infarct of the right kidney. There were two stillbirths 
and two neonatal deaths. Short case histories follow. 


Report of Cases 


Case 1.—A fetus weighing 1,960 gm. (4 Ib. 5 oz.) was still- 
born two weeks before the anticipated date of delivery. Th: 
patient had class B diabetes of three years’ duration. The preg- 
nancy was not complicated by difficulty in controlling the dia- 
betes, toxemia, or other complications. 

Case 2.—A fetus weighing 4,380 gm. (9 Ib. 10.5 oz.) was 
stillborn to a woman with class C diabetes of 19.7 years’ dura- 
tion. There was no acidosis or toxemia; however, the diabetes 
was not well controlled during pregnancy. 
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Case 3.—An infant weighing 3,090 gm. (6 Ib. 13 oz.) died 
48 hours after delivery by cesarean section of a class D patient 
who had had diabetes 14.6 years. There was difficulty in regu- 
lating diabetes but no toxemia. Mild acidosis did occur. 


Case 4.—An infant weighing 3,630 gm. (8 lb.) was in véry 
good condition after delivery. However, some hours after 
delivery, it began to choke and became cyanotic. At 29 hours 
post partum the baby died. The mother, who had class B diabetes, 
was first seen in diabetic acidosis when 62 months’ pregnant. 


Comment 


It is not possible to hold any one factor responsible 
for the abnormal course of diabetic pregnancies. Chemi- 
cal control, particularly of long-duration diabetes, con- 
tributes to better maternal health and greater fertility and 
is possibly associated with a lower incidence of spon- 
taneous abortion -(2.5% in this series) and toxemia 
(4%). Given, Douglas, and Tolstoi, who do not attempt 
strict chemical control, reported 9% of their cases as 
ending with spontaneous abortion and 46% as compli- 
cated by toxemia. Their series of 131 pregnancies in- 
cluded 53 patients who did not require insulin, and 47 
learned of their diabetes during pregnancy. In this 
series, though good chemical control was the goal at all 
times, it was not always achieved. Many times there was 
apprehension because of periods of inadequate control, 
yet in most cases after watchful waiting delivery was 
successful. The evidence suggests that, although good 
control does not eliminate fetal loss, poor control will 
increase such loss.° In an effort to achieve chemical 
control, the patients have been instructed (1) to calculate 
and weigh their dietary intake, (2) to take their isophane 
insulin, and often regular insulin also, subcutaneously in 
the abdominal wall, arms, or scapular areas, and (3) to 
keep a record of the results of urine tests before break- 
fast and supper and of a weekly 24-hour specimen. 

Weekly examinations by the internist and obstetrician 
must contribute to better results, as any deviations from 
a satisfactory course are corrected early. The frequent 
visits and attention to detail stimulate the patient to 
greater effort in following her diabetic routine. This 
could be the reason why the 15% of patients who 
formerly had had repeated abortions were able to suc- 
cessfully complete their pregnancy. We believe this is 
also the explanation for the decrease in insulin require- 
ment that occurred in 36% of the patients during preg- 
nancy. 

The duration of diabetes and the presence of degenera- 
tive vascular disease may interfere with the course and 
outcome of some pregnancies. The mothers of two of 
the four infants lost had been diabetic for almost 15 and 
20 years respectively. However, neither of these moth- 
ers had demonstrable degenerative vascular disease. The 
only patient (class F) with radiological evidence of 
pelvic artery calcification had a live baby. In 1951 Bee- 
tham reported no fetal survival in a group of patients 
| showing retinitis proliferans. Nine out of 10 patients in 
our series with less severe diabetic retinopathy delivered 
babies. 
| It is possible that an imbalance of female sex hor- 
‘mones does appear in these pregnancies. Our purpose 
‘was to determine whether the failure to correct such an 
imbalance adversely affects the incidence of spontaneous 
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abortion and fetal survival. White, in her most success- 
ful group of pregnant patients on sex hormone replace- 
ment therapy, reported 78% as reaching viability and 
a fetal survival rate of 90%. In our group, who did not 
receive the injectable female sex hormones, 98% of the 
patients went on to viability and the fetal survival rate 
was 92% (see table). 

Our efforts to achieve good diabetic control and a nor- 
mal salt and water balance did not prevent polyhy- 
dramnios of moderate degree from developing in 14 of 
the cases. There was one stillbirth in this group. In the 
remainder, survival may have been due to early de- 
livery. 

It has been satisfactorily demonstrated that the inci- 
dence of intrauterine death increases after the 37th week 
of gestation. In an attempt to more accurately determine 
the intrauterine age of the fetus, x-ray films of the fetal 
skeleton are observed for the presence of calcification of 
the distal epiphysis of the femur. More than 80% of pa- 
tients showed calcification of the femoral epiphysis prior 
to delivery; however, in some instances we waited 
through the “estimated” 38th and 39th weeks before 
calcification was detected. In the remainder, because of 
the prolonged period of gestation and apparent adequate 


Results of 52 Diabetic Pregnancies Compared with Results of 
163 Diabetic Pregnancies in Boston Lying-in Hospital 


Boston Our 

Series Series 
Total no. of 163 52 
Viable pregnancies in (Class C, D, E, F)....... T1.&% 60% 
Onset. before age 66% 60% 


size of the baby, delivery was carried out without the 
“spots” being evident. Most of these babies revealed cal- 
cification of the femoral epiphysis immediately after 
delivery. One stillborn fetus in this series failed to show 
calcification of the distal femoral epiphysis on post- 
partum x-ray films. Two patients showed rather sudden 
gain in weight and peripheral edema at their “estimated” 
34th week. X-rays revealed the presence of a calcified 
epiphysis in each case. We feel they were actually past 
the 36th week of pregnancy because of the roentgeno- 
logic findings and without this information would have 
otherwise been delivered after the 38th week. 

It has been the practice, except when otherwise indi- 
cated, to hospitalize the patients one or two days before 
delivery. Spinal anesthesia has been routinely employed 
as the anesthetic of choice for cesarean sections. Me- 
peridine (Demerol) and other sedatives are not admin- 
istered until after delivery of the baby. Hypoglycemia of 
the newborn infant does not seem to be a problem. This 
is particularly true if insulin is withheld preoperatively 
and an infusion of 5% dextrose and water is adminis- 
tered during the delivery. 


Conclusions 


Fifty-two cases of pregnancy in diabetics were man- 
aged according to the routine recommended by White, 
with the following exceptions: 1. Female sex hormone 
replacement therapy was not attempted. 2. The patients 
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were not routinely hospitalized until the day prior to de- 
livery. 3. Diuretics and salt restriction were used only 
when there was evidence of salt and water retention. 4. 
X-ray examination for calcification of the distal femoral 
epiphysis was used as an aid in determining fetal age. 
Deliveries were by cesarean section unless the cervix 
was effaced. For the most part, the cases were managed 
by a single team of internists, obstetricians, and pe- 
diatricians familiar with the problems peculiar to preg- 
nancy in the diabetic. A 96% viability rate, a 92% fetal 
survival, and a low incidence of toxemia indicate that sex 
hormone replacement therapy does not materially affect 
either the course or the outcome of pregnancy in the 
diabetic. 


2222 N. W. Lovejoy St. (Dr. Stephens). 
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EPISTAXIS RESULTING FROM METASTATIC 
RENAL CARCINOMA 


Joseph R. Burns, M.D. 
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and 
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The initial symptom of a renal carcinoma is often that 
of a metastatic lesion.t While renal tumors metastasize 
chiefly to bones and lungs, they occasionally choose 
bizarre sites for a solitary metastasis, such as the thyroid, 
tonsil, tongue, skin, and phalanges.” In the case reported 
below the nasopharynx was the site of an unusual meta- 
static lesion, with epistaxis as the presenting symptom. 


Report of a Case 


A 74-year-old woman had sudden onset of profuse nasal 
bleeding while sitting at home and was brought to Mercer 
Hospital accident ward on Feb. 19, 1955, where anterior and 
posterior nasal packs were inserted. Because of blood loss, she 
was admitted for transfusions. The medical history included 
hypertension of several years’ duration, copious bleeding from 
a cut on the right foot a year before, but no previous epistaxis. 
Some urinary frequency and nocturia had been noted “recently.” 

Physical examination disclosed a frail (90 Ib. [40.8 kg.]) elderly 
woman with marked pallor. The ocular fundi showed patchy 
white exudates and arteriosclerotic vessels. The neck veins were 
prominent. The heart was enlarged to the left, and blowing 
systolic murmurs were heard at the aortic and mitral areas. The 
pulse was rapid (120 per minute) and regular, with frequent pre- 
mature beats, and the blood pressure was 186/82 mm. Hg. A 


From the Mercer Hospital. 


The department of pathology, Mercer Hospital, gave technical assist- 
ance and furnished illustrative material. 
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movable, nontender, smoothly rounded mass measuring 10 by 
6 cm. was palpated in the right midabdomen. There was minimal 
pretibial edema. Laboratory studies showed that the urine con- 
tained 0 to 5 red blood cells per high-power field, and the spevific 
gravity ranged from 1.005 to 1.016. Initial blood cell count 


Fig. 1.—Section of nasal polyp, showing normal fibroconnective stroma, 
into which a large tumor mass composed of lobules of clear epithelial 
cells intrudes and which contains hemorrhage (x 50). 


revealed 8.2 gm. of hemoglobin per 100 cc. and 2,720,000 red 
blood cells per cubic millimeter; after transfusions the hemo- 
globin level was 12.8 gm. per 100 cc. and the red blood cell 
count 4,000,000 per cubic millimeter. Bleeding time was 48 
seconds, coagulation time 2 minutes, prothrombin time 20 
seconds (control 15 seconds). The blood urea nitrogen level was 
22 mg. per 100 cc. and the alkaline phosphatase 4.3 Shinowara- 
Jones-Reinhart units. An electrocardiogram showed sinus tachy- 


Fig. 2.—Detail of figure 1, showing the clear epithelial cells with large 
vesicular nuclei forming the tumor lobules (x 150). 


cardia, with frequent premature ventricular beats, depressed 
S-T segments in the chest leads, and low voltage of T waves in 
the same leads. A chest x-ray showed enlargement of the heart 
to the left, with calcification of the aortic arch. Calcified hilar 
nodules were interpreted as old healed tuberculosis. A barium 
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enema showed a large mass in the right lower quadrant not 
connected with the colon, and an intravenous urogram showed 
ptosis and deformity of the right kidney, with distortion of its 
lower half, consistent with a tumor. 

The patient was given 1 pt. (500 cc.) of blood, and on the 
fourth hospital day the nasal pack was removed. On the ninth 
day an examination disclosed large polyps in the nasopharynx, 
which bled readily from their inferior surfaces. On the follow- 
ing day they were removed and taken to the laboratory. After 
pathological examination, Dr. George Mora described the 
polyps as measuring 3 by 2 by |.5 cm., covered with pink mucous 
membrane, and containing areas of hemorrhage and ulceration. 
Histological section showed edematous, fibrocollagenous stroma 
covered on three sides by Schneiderian epithelial mucosa to 
which were related numerous mucous and serous glandular 
acini. In the center a large, poorly outlined area was formed 
by clear epithelial cells with large vesicular nuclei and prominent 
nucleoli, arranged in a lobular pattern with well-vascularized, 
thin fibrous septums. There were focal areas of necrosis and 
hemorrhage and a tendency for tumor cells to invade the venous 
channels of the nasal stroma (fig. 1 and 2). 


Fig. 3.—Cross sections of right kidney, showing tumor mass occupying 
the lower pole (X ¥2). 


The patient received 2 additional pints (1,000 cc.) of blood, 
was digitalized, and was given vitamins and iron and an anti- 
hypertensive agent (Raudixin, a preparation of Rauwolfia ser- 
pentina). On March 12, the 21st hospital day, the right kidney 
was removed without difficulty by Dr. Donald Cowlbeck. Patho- 
logical examination showed that the kidney measured 15 by 10 
by 6 cm. and weighed 300 gm. The lower two-thirds was replaced 
by a lobular, yellowish mass, which partially obliterated the 
pelvis. On section, gelatinous, degenerative changes were noted 
(fig. 3). A large vein in the hilvs contained a tumor embolus. 
Microscopically, the kidney tumor was composed of irregular 
masses of clear cells, supported by a fibrocollagenous reticulum. 
The renal parenchyma showed atherosclerotic arterioles, focal 
areas of inflammation, calcification, and hydronephrosis. The 
renal tumor was identical with the metastatic polypoid tissue 
| removed from the nasopharynx. The patient’s’ postoperative 
course was Satisfactory, and she was discharged 15 days after 
operation. Her condition has remained satisfactory up to the 
time of writing. 
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Comment 


Reports of similarly occurring solitary metastases to 
the nasopharynx from renal carcinomas have appeared 
sporadically in the literature.’ In 1951 Biendara ‘ re- 
ported a case of a 72-year-old woman whose initial symp- 
tom was epistaxis. He was able to find 11 similar cases 
in the European literature, in 8 of which surgery was 
performed on both the kidney tumor and its metastasis. 
Four of the group were free of recurrence thereafter. 
The etiology of epistaxis always deserves thorough in- 
vestigation, even though the incidence of metastatic 
carcinoma from any site to the nasopharynx is ex- 
tremely low. The value of a complete examination of 
all patients seen in accident wards, as well as the useful- 
ness of submitting questionable tissue to the laboratory 
for study, is evident from the findings in this unusual 
case, one in which real benefit was offered a patient with 
metastatic malignant disease. 


Summary and Conclusions 


In a case of renal carcinoma metastatic to the naso- 
pharynx, epistaxis was the initial symptom. Removal of 
the primary tumor and its pharyngeal metastatic lesion 
was successfully accomplished, although the presence of 
remaining metastatic foci is not excluded. The case 
emphasizes the importance of determining the etiology 
of epistaxis and of complete examination of patients seen 
in accident wards. 


Addendum 


On May 31, 1955, the patient was readmitted to the 
hospital with epistaxis and was found to have an extensive 
local recurrence in the nasopharynx. She died on June 6. 
Permission for autopsy was not obtained. 
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Sympathectomy for Arteriosclerosis.—The status of 100 patients 

with arteriosclerosis of the lower limbs, 27 of whom were dia- 
betic, was determined five years after lumbar sympathectomy. 
Sixty-five patients have survived. Death in the others was due 
mostly to coronary heart disease. Factors predisposing to death 
were the presence of diabetes, a rapid progression of the arterio- 
sclerosis in the limb prior to operation, and a limb problem of 
over-all ischemia rather than localized necrosis. The results in 
the limbs of the majority of patients were good. More poor 
results occurred in those who died than in the survivors and in 
the diabetics than in the nondiabetics. Once the major difficulties 
of the first few months are past, the limb is usually safe. This 
would seem to indicate that the favorable effects of lumbar 
sympathectomy are retained. [There are] two types of arterio- 
sclerotic patients. One with a relatively localized arterial involve- 
ment of slow progression responds well to sympathectomy and 
has a good life expectancy. The other has a diffuse arterial 
involvement of rapid progression, does poorly after sympathec- 
tomy, and has a poor life expectancy.—E. A. Edwards, M.D., 
and Chilton Crane, M.D., Lumbar Sympathectomy for Arterio- 
sclerosis, A. M. A. Archives of Surgery, January, 1956. 
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UNIQUE ALLERGIC RESPONSE TO 
SULFISOXAZOLE (GANTRISIN) 


REPORT OF A CASE 
John B. Davis, M.D. 


and 
Mihran Tachdjian, M.D., Chicago 


Undesirable side-effects from sulfisoxazole (Gantrisin) 
therapy occur in less than 0.1% of cases according to 
Yow’s ' recent study on 1,000 consecutive patients; yet, 
there have been occasional reports in the literature con- 
cerning untoward toxic reactions of sulfisoxazole. These 
have included maculopapular rash, urticaria, anorexia, 
nausea, vomiting, headache and vertigo,’ meget,” 
agranulocytosis, hematuria,’ hypoprot 
petechial hemorrhages,’ and vesicles and bullae in local- 
ized areas.* The purpose of this study is to report a 
severe and unique allergic response to sulfisoxazole. 


Dermatitis medicamentosa of vesicobullous erythematous type after 
therapy with sufisoxazole. 


On April 26, 1954, a 77-year-old female sustained a fall, in- 
juring her left shoulder and hip. She was admitted to the ortho- 
pedic service of St. Francis Hospital, Evanston, Ill., where x-rays 
revealed a fracture of the surgical neck of the left humerus and 
an intertrochanteric fracture of the left femur without displace- 
ment. The patient’s general condition on admission was good. 
The blood pressure was 214/100 mm. Hg and the pulse rate 72 
per minute, with a normal sinus rhythm. An electrocardiogram 
was reported as abnormal, showing a coronary insufficiency 
pattern. The red blood cell count was 4,420,000 per cubic milli- 
meter; hemoglobin level, 11.5 gm. per 100 cc.; and white 
blood cell count, 17,850 per cubic millimeter. Urinalysis revealed 
a specific gravity of 1.021, with a trace of albumin, 90 to 100 
white blood cells per high-power field, and 25 to 30 red blood 
cells per high-power field. The nonprotein nitrogen level was 
32.5 mg. per 100 cc. and total protein level 6.6 gm. per 100 
cc., with 3.5 gm. of albumin and 2.9 gm. of globulin per 100 cc. 
The following day a catheterized urine specimen showed 1-+- 
albumin and 2 to 4 white blood cells per high-power field. The 
history revealed apparent good health and failed to disclose any 
drug allergies. 

Course in the Hospital.—Skin traction was applied to the left 
lower extremity. During the first three days the patient’s tempera- 
ture was elevated and she was anoretic, requiring intravenous 
feedings of dextrose and water. A Foley catheter was inserted 
on the day of admission, and the fluid intake and output were 
accurately measured daily. The only medicament used was 
chloral hydrate for sleep. The temperature returned to normal 
on the fourth hospital day, and parenteral feedings were dis- 


From the Orthopedic Service, St. Francis Hospital, Evanston, Ill. 
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continued. On May 15, 1954, the red blood cell count was 
3,600,000 per cubic millimeter, and the patient was started on 
therapy with vitamins and ferrous gluconate. The Foley catheter 
was removed, and the patient voided well, with a residual of 
only 15 cc. That evening her temperature suddenly rose and 
she developed nocturia. Sulfisoxazole therapy was started, with 
an initial dose of 1 gm. followed by 0.5 gm. twice daily. Uri- 
nalysis on May 17 revealed a specific gravity of 1.009, with a 
faint trace of albumin and many white blood cells. The Foley 
catheter was reinserted, and the patient’s temperature returned 
to normal that night. On May 18, the temperature rose to 103 
F (39.5 C) and a maculopapular rash was noted on her back, 
extending up over both flanks to the abdomen. All therapy with 
medicaments (vitamins, ferrous gluconate, chloral hydrate, and 
sulfisoxazole) was stopped. The patient was given aspirin for 
the hyperpyrexia and chlorpheniramine (Chlor-Trimeton) male- 
ate orally for the allergic reaction, and calamine lotion was 
applied to the areas of skin covered by the rash. The following 
day the patient had nausea and emesia; severe stomatitis; con- 
junctivitis; periorbital, circumoral, and laryngeal edema; and a 
temperature of 104 F (40 C) rectally. Also, her entire body sur- 
face was covered by a severe bullous dermatitis (see figure). 

A medical consultant and a consultant in dermatology saw 
her on May 20, and both were in agreement that she had derma- 
titis medicamentosa of the vesicobullous erythematous type due 
to sulfisoxazole therapy. Her condition was considered critical. 
Vigorous treatment was instituted, consisting of cortisone 
therapy, parenteral feedings with high-protein solutions and 
vitamins, frequent saline mouth washes, ophthalmic oxytetra- 
cycline (Terramycin) therapy, Dicrystisin (penicillin-streptomy- 
cin preparation) therapy, daily cpening of the bullae with appli- 
cation of Polysporin ointment (polymyxin B sulfate-bacitracin 
preparation) to the denuded areas, removal of the skin traction, 
and daily baths with Lowila cake (soap substitute containing 
sodium lauryl sulfoacetate). Under this management the patient 
showed marked improvement by May 23, 1954, and thereafter 
went on to complete recovery. 


Comment 


This case illustrates a patient’s extremely severe, 
almost fatal reaction to a very small dose of sulfisox- 
azole, with no premonitory symptoms or history of any 
previous allergy. The patient had generalized, severe 
bulbous skin lesions, which, as far as we can determine, 
have never been attributed to use of sulfisoxazole prior 


to this report. Institution of vigorous treatment resulted 
in a favorable outcome. 


1853 W. Polk St. (12) (Dr. Davis). 
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SPECIAL ARTICLE 


TOXOPLASMOSIS IN MAN AND SWINE—AN 
INVESTIGATION OF THE POSSIBLE 
RELATIONSHIP 


David Weinman, M.D. 
and 
Anne H. Chandler, M.T., New Haven, Conn. 


Today, toxoplasmosis is considered to be one of the 
very common infections of man—an opinion that is con- 
trary to that held 10 years ago. However, most of these 
infections are well tolerated, and usually it is only the 
exceptional acute case that receives clinical attention and 
postmortem verification. Data on prevalence derive, 
therefore, not from clinical studies but from surveys 
based on serologic data or skin tests. These surveys, re- 
gardless of type, show roughly the same findings: The 
number of infected individuals 0-5 years of age is low, 
with the number increasing at 5 years of age. From this 
age onward the increase is progressive, reaching a peak 
someiime after individuals reach 40 years of age. It is 
not widely known perhaps that peak incidences in the 
United States range from 30 to 70% of the population at 
ages of from 40 to 60 years, the precise figures varying 
according to the area surveyed and the test employed.' 

Presumably the infection is extremely common, yet 
how toxoplasmosis is transmitted is almost completely 
unknown. Some cases are congenital, and in these the 
disease is acquired from the mother. But what we do not 
know is how the mother, or indeed any other adult, has 
acquired the infection.” Toxoplasmosis is widespread in 
animals, and so current thought assumes that the infec- 
tion is conveyed in some unidentified manner from ani- 
mals to man—perhaps by the intermediary of an arthro- 
pod, or by droplet infection, or by handling of infected 
animals or carcasses, or through soiling of food by ex- 
creta, particularly by dogs, or, finally, by ingestion of con- 
taminated food. About two years ago certain data sug- 
gested to us the hypothesis that man might become in- 
fected orally, that this might take place particularly by 
the eating of undercooked pork, and that pigs in turn 
might have become infected through the eating of swine 
offal or infected rodents. Essentially, the concept was 
that of a cycle of infection between man, swine, and 
rodents, similar to that of trichinosis. We here present 
the evidence relating to this hypothesis. 


Oral Infection of Swine and Rats 


The necessary first step was to show that pigs could 
be infected by the oral route. Under laboratory condi- 
tions, it is readily shown that this does take place. . Pigs 
become infected by feeding on infected rodents or on 
pork scraps. Almost invariably, elevated diagnostic sero- 
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logic titers are obtained, these titers rising from negative 
or low values to significant levels several weeks after the 
contaminated meals. Similarly, rodents such as mice 
and rats also become infected after feeding, although 
perhaps not with the same ease as do the swine. These 
experiments have been reported elsewhere.* One finding 
of importance because of its epidemiological reference is 
the chronic nature of these infections. Once infected, the 
animals remain infected for long periods of time—up to 
one year, at least, for pigs and seven months, at least, 
for rats. We place some stress on this because in any 
method of transmission the long persistence of a micro- 
organism in the tissues will work to favor its dissemina- 
tion. This may become very important where the method 
of transmission is not perfectly efficient, as in the present 
case, that is, oral transmission between rats and swine, 
swine and swine, and eventually swine and man. 


Toxoplasma Infection in Consumers of Underdone Pork 


The preceding experiments mentioned were all done 
in the laboratory and therefore could have been pure 
artefact insofar as any natural transmission cycle is 
concerned. The problem was to relate human infections 
with Toxoplasma to the consumption of underdone pork. 
The solution was not obvious. Toxoplasmosis has no 
fixed incubation period, so that it is not possible to trace 
a mass outbreak to the consumption of an article of food 
at a common meal. Furthermore, unlike the Trichinella 
worm, it is not readily identified in sections of infected 
pork because of the much smaller size of Toxoplasma 
and its more haphazard distribution in the tissues. For- 
tunately, the difficulty can be solved, for we have avail- 
able a natural biological marker that identifies for us 
those people who eat undercooked pork; such persons 
contract trichinosis. Furthermore, since trichinosis is 
contracted aimost exclusively from pork, the converse is 
true and one can assume that in very nearly every case an 
infection with Trichinella indicates the eating of under- 
cooked pork. 

The problem then resolved itself into ascertaining 
whether, in a series of serums from patients with trich- 
inosis, there was more than a chance occurrence of Toxo- 
plasma serum antibodies. If so, then trichinous serums. 
should have had an incidence of Toxoplasma antibodies 
greater than that of the normal population, or the Toxo- 
plasma antibodies should have occurred in significantly 
higher titer than in normal population groups, or both. 
Accordingly, we obtained about 40 specimens of trich- 
inous serum, which we titrated for Toxoplasma anti- 
bodies, using the standard serologic dye test. In the inter- 
pretation of this test, 1:16 is usually considered to be 
of borderline significance, whereas titers of 1:64 or more 
are considered evidence of past or present Toxoplasma 
infection. Titration of Toxoplasma antibodies in trich- 
inous serums gave extremely interesting results. There 
was a significantly greater number of serums with a 
high titer in the trichinosis group than could have been 
expected from random sampling of the normal popula- 
tion. No less than 23% of the serums positive for trichi- 
nosis had a titer of 1:64 or above, and 18% of the total 
had a 1:256 titer or higher. 


, 
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These trichinous serums were obtained from all parts 
of the United States, and no perfect control group is 
available for comparison; however, normal popuiation 
groups in New Orleans and Portland, Ore., have been 
surveyed by Feldman.'* In figure 1, the dye-test titers 
of these normal groups are compared with the trichinous 
group. Also included are results obtained by Jacobs * in 
presumed non-pork-eating orthodox Jews. It will be 
noted that the expected incidence in the normal popula- 
tion is between 6 and 16% at 1:64 and is less than 5% at 
1:256. In other words, in persons with trichinosis, the 
incidence of positive Toxoplasma dye tests is approxi- 
mately twice as great at 1:64 and more than three times 
as great at 1:256 as might be expected. These results 
have been submitted to statistical analysis, with the 
finding that the figures are significant, the likelihood that 
the 23% incidence at 1:256 is due to chance being less 
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Fig. 1.—Dye-test titers in normal and trichinous individuals. 


than 1 in 1,000. We are further assured that 40 samples 
of serum are enough to have statistical validity, but we 
will process as many more serums as come to hand. 
If a suitable age correction could be applied, our figures 
would be even more striking, since, of the normal serums 
showing any reaction in the dye test, high antibody levels 
were more common in younger subjects, as calculated 
from Feldman’s data,'* which show that titers of 1:64 or 
more occurred 50 to 300% more frequently in subjects 
under 20 years of age than in all others combined. Very 
probably our trichinous serums were not from the same 
proportion of persons in this younger group and thereby 
suffered an automatic decrement from the age distribu- 
tion alone. 


Before any conclusion can be drawn from this material, 
it must be shown that there are no cross serologic reac- 
tions between Trichinella and Toxoplasma. This is the 
case so far as we know. We have tested serums from 
10 trichinous animals (3 hogs and 7 rabbits), and none 
have shown titers over 1:1. Furthermore, of our human 
trichinous serums, over 70% were negative or below 
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1:16 in the Toxoplasma dye test. Finally, there was no 
correlation between titers to Toxoplasma and to Trichi- 
nella, so that there is no evidence whatsoever for any 
cross reactions. One further possibility of error remains 
to be eliminated: that our methods are more sensitive 
than those used in other laboratories and consequently 
yielded higher titers. This is unlikely, for we use the tech- 
nique utilized by Feldman in the surveys that served as 
our comparative material. Furthermore, using identical 
serums, we obtain the same titers as are obtained in other 
“standard” laboratories using the same technique. It 
would seem that, from the evidence presented, the sug- 
gestion is inescapable: toxoplasmosis, like trichinosis, 
may be contracted from the eating of undercooked pork, 
and one is less likely, perhaps even two to three times 
less likely, to have either acute or quiescent toxoplas- 
mosis if one’s pork is well done rather than rare. 


Coincident Trichinosis in Toxopl Infected 
Individuals 


Very nearly every case of Trichinella infection is con- 
tracted from pork, whereas it seems likely that there is 
more than one source of toxoplasmosis. Accordingly, 
serums from trichinous individuals should show more 
than a chance association with Toxoplasma antibodies, 
and we have given our evidence for this in the preceding 
section. But, the converse is not necessarily true. For, if 
Toxoplasma infection originates from several sources, 
then toxoplasmic serums will show a better than chance 
association with trichinosis only if the toxoplasmic se- 
rums are from individuals infected by ingestion of pork, 
but not in any other case. Accordingly, a significant re- 
lationship to trichinosis in our toxoplasmic serums would 
be the only finding that would have any bearing on our 
investigation. If the two antibodies did not occur to- 
gether, then the findings could not be interpreted. De- 
spite this possibility of being able to draw only qualified 
conclusions, a survey of toxoplasmic serums was under- 


taken for the sake of any information that might be so 


obtained. Accordingly, 57 samples of serum from indi- 
viduals with toxoplasmic dye-test titers of 1:64 or more 
were obtained. These were processed for Trichinella anti- 
bodies with the bentonite flocculation test, the proce- 
dure currently used by the Communicable Diseases 
Center of the U. S. Public Health Service. Twelve of 
these serums (21% ) showed some degree of flocculation 
at serum dilutions of 1:5 or more; of these 12 specimens, 
3 gave indication of infection with Trichinella within 
recent periods, “perhaps a period of months.” ° 

Unfortunately for our purposes, the test has thus far 
not been calibrated to detect chronic Trichinella infec- 
tions but only those infections caught in, or shortly after, 
the acute phase. So set up, the arbitrary “positives” be- 
come “negative” in a few months. It should be realized 
that, in the so-called negative reaction category, serums 
that do flocculate, although not to the degree that indicate 
recent infection, are included. It would seem likely that, 
in a case of trichinosis, the maximal type of flocculation 
(the positive type) would be produced for some months, 
to be followed by a more moderate or minimal floccula- 
tion in later periods. 
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We have submitted our results to Dr. Elvio Sadun ° of 
the Communicable Diseases Center, who, highly experi- 
enced with the flocculation reaction, expresses himself on 
our results as follows: 

We regard as Trichinella positive only those sera which give 
a3 or 4 plus reaction with the flocculation test. If this is taken 
a@s-a standard only three of the sera in your series would be 
reported as positive. On the other hand, I realize the significance 
of the relatively large number of sera which gave a | or 2 plus 
reaction. Even though they may not be regarded necessarily as 
positive, nevertheless, they may come from individuals who be- 
came infected with Trichinella larvae, sometime in the past, and 
whose antibody titer has, by now, decreased to a point where it 
no longer gives a frank positive reactio.u.. ... 1 know of no 
publication which gives the percentage of positives to be ex- 
pected with the flocculation test among sera from a group of 
normal individuals. One would not expect, in a normal popula- 
tion, to have more than perhaps 1% having become infected 
with Trichinella spiralis within a relatively recent period. 


No firm conclusion can be drawn from the large num- 
ber of serums with low titers in the absence of compara- 
tive data from normal population groups. However, it is 
precisely a finding of this sort that is expected in chronic 
infections, since, in general, antibody activity decreases 
with the time that has elapsed since the last acute infec- 
tion. The most conservative evaluation of the data would 
be that certainly it is not contrary to our main hypothesis. 
There is a definite suggestion that coincident infection 
with Trichinella occurs in persons with significant levels 
of Toxoplasma antibodies more frequently than would 
be due to chance. At present, this is only a suggestion, 
but it can be weighted with the knowledge that the asso- 
ciation between trichinosis and toxoplasmosis has been 
shown to exist where appropriate experimental proce 
dures could be employed. ) 


Incidence of Toxoplasmosis in Locally Slaughtered 
Garbage-Fed Hogs 


If humans do contract toxoplasmosis from swine, then 
it seems a necessary corollary that swine must prove to be 
infected under natural circumstances. Fortunately, New 
Haven, where we are situated, proved an ideal spot for 
investigation concerning pigs. Garbage collection in 
New Haven is in the hands of the hog raisers. There are 
numerous piggeries in the vicinity of the city, and, in all 
that we have visited or know about, the hogs are garbage- 
fed and are kept in pens overrun by rats. In addition, 
there are slaughterhouses in the city or environs from 
which we were able to obtain serums for testing at the 
| time of slaughter. Thus far, we have tested 88 serums of 
which 42 had a titer of 1:64 or more. This level in swine, 
as in man, is significant,® and, as indicated, 48% of the 
swine have had titers in the significant zone. 

There are several additional items of interest here. 

First, the majority of serums positive for Toxoplasma 
came from one slaughterhouse, and, of these, most origi- 
nated from hogs on one farm. This is illustrated in figure 
2, based on the first 33 serums received. The percentage 


incidence should be retained with this selected sampling 


in mind—48 % does not necessarily represent the over-all 
incidence in the area. Variations from farm to farm 
could be explained by differences in treatment of gar- 
bage before it was fed to the hogs. The farm with a high 
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infection rate would be the one where garbage was not 
cooked, whereas in the others the garbage was sufficiently 
heated. This lead wiil be followed out. The other point is 
that the incidence in slaughtered hogs was greater than in 
piglets that we had purchased locally for experimental 
purposes. We examined 14 of these young pigs, weighing 
under 35 Ib. (15.9 kg.) when purchased, and only 2 gave 


significant dye-test titers. We might expect that older 


animals, such as those weighing 200 Ib. (90.7 kg.) or 
more when brought to slaughter, would be infected more 
often than younger animals, if infection in the herd is 
cumulative with age. We have already shown that toxo- 
plasmosis may be chronic in swine, persisting for at least 
one year.* This would agree very well with the increase 
of infections with age in animals that our results thus far 
suggest. Does the Toxoplasma incidence in swine in the 
New Haven area parallel the prevalence in pigs through- 
out the country? We cannot answer this question at 
present, for the data do not exist; but we do know that 
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Fig. 2.—Dye-test titers of pigs slaughtered in the New Haven area, 
Striped bar=farm from which most infected hogs were raised, white bar=—= 
other farms. 


toxoplasmosis has been a problem on farms in the Mid- 
west, for, as we were commencing our studies, an epi- 
demic in swine was reported from Ohio." This suggests 
that the infection in swine may be widespread. 


Viability of Toxoplasma in Refrigerated Meats 


There is one gap remaining in the evidence. It is not 
enough to demonstrate that pigs are infected. To be able 
to state that pork on the table is dangerous, it must be 
shown that pork cuts contain infective organisms, that is 
that Toxoplasma organisms in pork survive the usual 
temperatures at which pork is stored and for the periods 
of storage that are customary. Pork, unlike beef, is treated 
as a highly perishable item. Locally slaughtered swine 
may go from abattoir to table in as little as three days; 
and, even for pigs slaughtered as far away as Chicago, 
the period need be extended only another 24 hours for the 
New York area, since the pork is rushed to market in 
high-speed refrigerated trucks. Thus, under natural cir 


V 


232 TOXOPLASMOSIS—WEINMAN AND CHANDLER 


cumstances, Toxoplasma organisms in pork need to 
withstand a minimum of three to four days of storage at 
a temperature slightly above freezing. 

In our experiments on storage, survival at 2 to 5 C was 
demonstrated for at least 10 days in acutely inflamed 
muscle and for 30 days in brain tissue from animals with 
chronic Toxoplasma infection. The prolonged survival 
in tissue from animals with chronic infection merits com- 
ment. One outstanding characteristic of chronic infec- 
tions is that Toxoplasma persists in the tissues in cyst- 
like masses (pseudocysts). These pseudocysts are known 
to be resistant to the action of chemotherapeutic agents,’ 
and preliminary results in our laboratory suggest that the 
pseudocysts may be more resistant to physical agents as 
well. These observations become relevant because of the 
expectation that it would be as pseudocysts that Toxo- 
plasma would persist in infected pigs. 


Whether or not this proves true, it will be noted that 
the minimai survival period necessary for transmission of 
the organism from pig to man has been very largely ex- 
ceeded, so that there is every reason to believe that or- 
ganisms present in pork would survive the usual periods 
of storage and would be infectious when the pork arrived 
in the kitchen. What happens from then on would, of 
course, depend on the cooking to which the meat is sub- 
jected. 


Susceptibility of Primates to Toxoplasma. 
Infection per Os 


The assumption is implicit in this whole undertaking 
that man may become infected with Toxoplasma by feed- 
ing. The fact is well established for other animals, and 
we have recently reconfirmed previous findings by infect- 
ing mice, rats, and pigs per os.* The use of human volun- 
teers is excluded, treatment being what it is today, so 
that the matter has been put to test with the conventional 
substitute, the rhesus monkey. Thus far, only two Macaca 
mulatta have been used, both having initial dye-test titers 
of 1:1 or less. After a single feeding, both of these de- 
veloped antibodies in the “significant” zone of 1:64 and 
1:16,384 respectively. Furthermore, previous work by 
others * with even lower primates has shown that they 
also become infected by the oral route, so that, while it is 
still an assumption that man may infect himself per os, 
the fact that infection follows oral exposure in all species 
of mammals tested—and this includes some not too 
distant relatives of humans—speaks in only one sense. 
Confronted with this evidence, the burden of proof would 
be upon the person who would maintain that man is so 
different from other animals as not to infect himself by 
feeding. 

That Toxoplasma in food such as meat withstands 
the effects of gastric digestion can be demonstrated. If 
the experiment is with small pieces of infected tissue, the 
survival time exceeds four hours, which is the average 
period of stay of meat in the stomach of man.’ The ex- 
periments were run with infected liver, the total weight 
being between 2 and 3 gm., with no single piece weighing 
more than 1.8 gm. Pieces were exposed to artificial gas- 


tric juice with a pH of 1.7 and a content of 2 to 5 mg. of 
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pepsin (1:10,000) per cubic centimeter, and incubated at 
37 C. Viable organisms were recovered at all periods up 
to and including four hours of exposure. Calculations 
from our data indicate that there were in excess of 
10,000 minimal infectious mouse doses remaining after 
digestion. Therefore, our conclusion is that Toxoplasma 
organisms in tissue fragments of the size that pour into 
the stomach when human beings eat meat are protected 
from the action of artificial gastric fluids for the length 
of the average stay in the stomach. This does not exclude 
the possibility that Toxoplasma organisms taken into 
the mouth are disseminated after crossing through the 
buccopharyngeal mucosa or after penetration of the re- 
spiratory tract. What it does indicate is that it is not neces- 
sary to postulate a bypass of the gastric route. 


Summary and Conclusions 


We have found that (1) pigs may become infected by 
cannibalism or by feeding on infected rodents; (2) there is 
strong evidence that pigs in nature are Toxoplasma car- 
riers; (3) Toxoplasma organisms in the living pig may be 
expected to be viable when the pork cuts arrive in the 
kitchen; (4) Toxoplasma in tissue survives the attack of 
gastric digestion for a period equal to the average stay in 
the human stomach; (5) primates can be infected by the 
oral route; and (6) humans who eat undercooked pork 
are more likely to have toxoplasmic serums with high 
titers than the normal population. This is as far as our 
investigations have gone at present. In as widespread 
a disease, occurring in as many different kinds of verte- 
brates as toxoplasmosis, there is probably more than one 
kind of transmission mechanism. And it may well be that 
man contracts the infection in more than one way (as he 


does tularemia, for example). Certainly the fact that 


persons who do not eat pork may include some persons 

with high dye-test titers seems to indicate that. We do 

feel, however, that we have accumulated very suggestivé 

evidence incriminating one definite specific transmitting 

mechanism. This may even prove to be one of the im- 

portant means whereby toxoplasmosis is contracted. 
310 Cedar St. (11) (Dr. Weinman). 
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COMMITTEE ON 
MEDICOLEGAL PROBLEMS 


MEDICOLEGAL APPLICATIONS OF BLOOD- 
GROUPING TESTS 


A Tentative Supplementary Report of the Committee 
on Medicolegal Problems, American Medical Associa- 
tion, prepared by Alexander S. Wiener, M.D., Brooklyn, 
N. Y., Ray D. Owen, Ph.D., Pasadena, Calif., Clyde 
Stormont, Ph.D., Davis, Calif., and Irving B. Wexler, 
M.D., Brooklyn, 


In 1952, a report ' was prepared by the Committee on 
Medicolegal Problems of the American Medical Asso- 
ciation describing the status at that time of the medico- 
legal application of blood-grouping tests for the exclu- 
sion of parentage and for the examination of stains of 
blood and secretions. The purpose of this supplementary 
report is to review further developments in the field dur- 
ing the period 1952-1955. 


Blood Group Nomenclature 


One of the most pressing problems at the present time 
is that of blood group nomenclature. This pertains par- 
ticularly to the important Rh-Hr types, for which two 
principal methods of designation are in use, namely, the 
original Rh-Hr nomenclature and the C-D-E symbols. 
The submission to jurists of medicolegal reports by dif- 
| ferent experts with conflicting symbolisms cannot help 
| but confuse them and shake their confidence in the blood 
| tests. Moreover, reports in two different symbolisms re- 
| quire translation from one into the other when compari- 
| sons are to be made; there is always danger of error in 
| this process. Therefore, the adoption of one uniform no- 
menclature for medicolegal reports is most desirable. 

Fortunately, sufficient evidence is presently available 
to make possible a firm and unqualified reconimendation. 
Although corresponding to the two systems of designat- 
ing the Rh-Hr types there are two conflicting genetic 
theories, the crux of the problem is actually on a serologic 
level. It is most important to distinguish clearly between 
agglutinogens and their serologic attributes, the blood 
factors.” An agglutinogen may be defined as a substance 
present on the surface of the red blood cells that is identi- 
fied by certain agglutination reactions with diagnostic 
reagents. The blood factors, on the other hand, are those 


Before this report was placed in its present form, a preliminary draft 
was sent to 48 leading workers in the field of blood grouping. Responses 
have been received from: F. H. Allen, W. C. Boyd, G. J. Brancato, 
W. E. Briles, 1. Davidsohn, W. Dameshek, L. A. Erf, S. T. Gibson, 
J. J. Griffitts, P. Levine, R. Murray, S. Raffel, W. D. Robinson, R. E. 
Rosenfield, J. B. Ross, S. B. Schatkin, M. Shapiro, R. T. Simmons, 
L. H. Snyder, W. H. Stone, H. H. Strandskov, L. N. Sussman, L. J. 
Unger, P. Vogel, M. M. Wintrobe, and E, Witebsky. An effort has been 
made to take all the comments received into account and to include all 
pertinent facts when preparing this final version of the report. Needless 
to say, this does not imply that the report has the unanimous endorse- 
ment of all those who responded. There was a wide diversity of opinions 
expressed in the replies, ranging from enthusiastic approval to violent 
disapproval. In fact, it was this very state of confusion among workers 
in the field that originally made it necessary to prepare this report. In 
arriving at its conclusions, this fact-finding committee has necessarily 
excluded all comments that, in its opinion, were incorrect or unsound 
and has included only those that the committee believes to have a firm 
scientific basis. 
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attributes of the agglutinogen molecule (perhaps an ar- 
rangement of polar groups, electric charges, and other 
configurational details on the surface of the molecule) 
that enable it to combine with antibodies. In general, 
each agglutinogen is characterized by multiple blood 
factors. The C-D-E notations for the Rh-Hr types make 
no allowance for the difference between a blood factor 
and an agglutinogen and incorporate the tacit, incorrect 
assumption that every agglutinogen has but a single 
corresponding antibody. This has led to a number of 
paradoxes, which have been described in detail else- 
where * and need not be elaborated here. Indeed, much 
of the evidence that has accumulated regarding the serol- 
ogy and genetics of the Rh-Hr types refutes the interpreta- 
tion implicit in the C-D-E notations. Furthermore, there 
has been a noticeable attempt to force the facts to fit the 
C-D-E hypothesis. On the other hand, the original Rh-Hr 
nomenclature presents the data objectively, without com- 
mitting the user to a preconceived interpretation, which 
at times may be inconsistent with the actual observations. 
Under these circumstances, the committee has been 
obliged to adopt the original Rh-Hr nomenclature as 
the sole nomenclature in the preparation of this report. 
This committee, therefore, recommends that the C-D-E 
notations for the Rh-Hr types be discarded and that, in 
approved medicolegal reports, unless and until some 
other convention is agreed upon, the original Rh-Hr no- 
menclature be retained as the sole nomenclature for this 
blood group system (table 1). 

In any blood group system, and the Rh-Hr system in 
particular, one must carefully distinguish among agglu- 
tinogens, blood factors, and genes. To avoid confusion 
among these three levels, appropriate provisions must be 
made in the symbols. Therefore, it is suggested that regu- 
lar-face type be used for agglutinogens and phenotypes, 
boldface type for blood factors and their corresponding 
antibodies, and italic type for genes and genotypes. This 
is in keeping with accepted genetic usage. This recom- 
mendation is approved by this committee and has been 
adopied for the purpose of this report. For purposes of 
illustration and for its practical value, the heredity of 
the Rh-Hr types will be briefly reviewed, using the recom- 
mended nomenclature. 

At the present time, four principal Rh blood factors 
(Rh,, rh’, rh’, and rh”) and three principal Hr factors 
(hr’, hr”, and hr) are recognized. However, antiserums 
for only four of these seven factors are readily available 
for routine clinical and medicolegal work, namely, anti- 
Rh,, anti-rh’, anti-rh”, and anti-hr’. Therefore, this dis- 
cussion will be confined to the results obtained using 
these four antiserums. Ample evidence is now available 
that there are eight principal alleles determining the he- 
redity of the Rh-Hr types, as distinguished by these four 
reagents. Table 2 lists these alleles and their correspond- 
ing agglutinogens, as well as the blood factors that char- 
acterize each agglutinogen. Table 3 gives the various 
reactions that may be encountered in actual tests carried 
out with the four Rh-Hr antiserums. It will be seen that 
there are 12 possible phenotypes, to which there corre- 
spond 36 theoretically possible genotypes. With this 
basic data, it is not hard to determine which Rh-Hr types 
can occur and which cannot for any given mating. 
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Taking into account the 12 possibie phenotypes, there 
are 78 matings to be considered. (When the reactions of 
anti-hr” serums are also taken into account, the number 
of phenotypes is increased to 18 and the number of mat- 
ings to 171. A table listing these 171 matings has been 
published by Wiener.‘) A table listing the 78 matings 
would require more than two pages. Boyd * has devised 
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bered, but these numbers are not intended to be used as 
a new nomenclature for the Rh-Hr types. The phenotype 
numbers are used merely for compactness in presenting 
the table, and the key to the numbers is given at the top 
and side of the chart. For example, in the mating Rhz 
Rh, phenotype numbers 2, 3, 5, 6, 8, 9, 11, and 12 appear 
in the box, which means that parents both of type Rh 


TABLE 1.—Rh-Hr Phenotypes and Genotypes 


2 Rh Phenotypes 12 Rh Phenotypes 


28 Rh-Hr Phenotypes 


Approxi- Approxi- Approxi- 
imate Reaction mate mate 
Frequen- with Frequen- Frequen- 
cies in Anti- cies in cies in 
New York Rho ge York New York 
City (or City Reaction with ty Reaction with 
Desig- Whites, Anti- Desixz- Ww —  Desig- Whites, — A 
nations % rhesus) nationt %t Anti-rh’ Anti-rh” Antirh® nation % Anti-he’ Anti-he” Anti-hr 55 Genotypes * 
Rh 15 rh 14.4 rh 14.4 + + + rr 
negative rh’ 0.46 ¢ + rh rh 0.46 + + + 
rh” 0.38 rh” rh 0.38 + 
rhy 0.01 + rh’rh” 0.006 + + 
rhyrh 0.008 + 
rhyrh’ 0.0001 4- 
rhyth” 0.0001 + 
rby¥ 0.00005 4+ rh” 0.00005 + 
Rb 85 Rho 21 Rho 2.1 + R°R® or 
positive Rhi 50.7 Rhirh 33.4 + Rr, or Rer’ 
RbiRhi 17.3 + or 
Rm 3.3 RhiY rb 1.6 + + + Rivr, R™R*, or 
Rey’ 
RivRie, or Riwy'’e 
Rhe 14.6 + Rherh 12.2 + + R*r, R*R®, or Rer” 
RheRhe 24 + R*R? or 
13.4 + RhiRhe 12.9 ~ R'R?, R'r”,, or R*r’ 
Rherh 0.2 + + + R*r, R*R®, or Rer¥ 
Rh: Rhi 0.2 + R*R!, R*r’, or 
Rh: Rhe 0.07 + _ R*R?*, R*r”, or 
Rh: Rh: 0.0004 -- R*R®* or R*rv 
0.6 + + Rhi* Rhe 0.6 Ri¥r”, or 
Rhy 0.008 _ 


Ri€R:, or 
Rty’ 


- This table does not include hypothetical genes R*" and r¥", which, if they exist at all, are very rare 
+ In this table Rhy is used as a short designation for Rho’, Rhe is short for Rh 


o”, rhy, is short for rh’ ” and Rhz is short for Rho’ 


t The reduetion in the frequeney of type rh’ as compared with that given in earlier charts can be attributed to recognition of a of type Rhi 


(containing Rho variant), which are now included in type Rh: instead of rh’. 


The agglutinogens Rho, Rh 


and Rhe and their corresponding genes Re, 


and are not given here because this would serve unnecessarily to complicate the chart, by increasing number of to 91. Also, 
no attempt is made to include certain rare exceptional bloods, such as those lacking both fac tors rh’ and hr’ and/or lacking both wie nd hr’. 

§ Based on the estimated gene frequencies, r = 0.38, r’ = 0.006, r” = 0.005, r¥ = 0.0001, r’” = 0.00005, R° = 0.027, R! = O41, Re = OR = 0.002, and 
Rive = 0.02 


a compact method of presenting the various matings in 
the form of a “12 by 12” table, and table 4 was drawn 
up after examining the similar tabie prepared by Boyd. 
It will be noticed that the phenotypes have been num- 


TaBLe 2.—Eight “Standard” Allelic Genes and Their 
Corresponding Agglutinogens 


r- Blood Factors 
responding Characterizing Each 

Genes Agglutinogens Agglutinogen * 

rhy rh’ and rh” 

Rhz Rho, rh’, and rh” 


* Taking into account only reactions with serums anti-Rho, anti-rh’, 
anti-rh”, and anti-hr’. 


TABLE 3.—Rh-Hr Phenotypes and Corresponding Genotypes 


Reaction with Serums 


Corresponding 
Phenotype Anti- Rh, Anti- th’ Anti-rh” Anti-he Genotypes 

th + rY 

rh’rh + rr 

rh’rh’ -- + rr’ 

rh’rh” + r’r”, and 

rhyrh’ + + r¥r’ and rvr¥ 

Rho + R°R® and 

Rbirh + R'R®, and 

RbiRhi + and R?r’ 

Rhe + R*R?, Rey”, Rtr, 
R®R®, and Rer” 

RbiRhe + + R'R?, R*r’, 
R*r, R* Re, 
Rr, ‘and Retry 

Rb-Rhi + + one 


R*r’, Rérv, R*R', 
R*R?+, and 


t 
f 
a 
) 
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cannot have children of types rh’rh, rh’rh’, rh’rh”, rhyrh, 
Rhirh, Rh,Rh,, Rh,;Rho, or Rh,Rh,. This is readily 
verified with the aid of tables 2 and 3, since both parents 
of type Rh, can be carriers of genes R®, R°, r’, or r, and 
not of genes R', R*, r’, or r’, so that all children with 
phenotypes in which one or more of the latter four genes 
must be present are excluded. The numbers in boldface 
type indicate phenotypes that, if present in the child, 
exclude maternity. Thus, a type Rh. mother cannot 
have a child of type rh’rh’, rh,rh’, Rh,Rh,, or Rh,Rh,. 


Use of Newer Blood Factors in Cases of 
Disputed Parentage 


With the development of new methods of detecting 
antibodies, namely, the conglutination test, the anti- 
globulin test, and tests using red blood cells treated with 
proteolytic enzymes, it has been possible to resolve clini- 
cal problems that previously were insoluble. Thus, cer- 
tain obscure hemolytic transfusion reactions have been 
shown to be due to isosensitization to some blood factor 
of the transfused red blood cells, and the occurrence of 
hemolytic disease of fetus and newborn infant when the 
mother is Rh positive has been explained on a similar 
basis. While the situation is not quite as complex as in 
cattle blood groups, up io the present time as many as 30 
different blood factors have been identified in human 
blood. For ordinary clinical purposes only three of the 
human blood factors are numerically important, namely, 
A, B, and Rh,; in blood transfusion practice reliance is 
placed on the cross matching test to detect those rare 
cases (table 5) of isosensitization to other blood factors. 

Studies on the distribution and heredity of the agglu- 
tinogens and blood factors have shown that certain of 
them are related to one another so as to form systems. 
Other factors have the peculiarity that blood lacking the 
factor or blood possessing the factor is extremely rare. 
Table 5 summarizes the present status of knowledge of 
the human blood groups, with special reference to their 
role in blood transfusion. In medicolegal cases, when 
blood tests are carried out in problems of disputed par- 
entage, the examination is usually limited to the A-B-O, 
M-N, and Rh-Hr systems. Moreover, the tests are further 
limited to particular factors of these three systems. In 
the preceding report of 1952, it was recommended that 
the medicolegal application of the blood test should not 
be extended further for the time being. For reasons 
pointed out below, it is still premature to apply these 
newer tests routinely in medicolegal cases, though there 
might be special circumstances when their use would be 
permissible. 

A-B-O System.—For general medicolegal purposes, 
the blood tests should be restricted to the factors A and 
B and to the four blood groups O, A, B, and AB. The 
tests should include examination of the serum (or plasma) 
of each individual for its isoagglutinin content, as well 
as tests on the red blood cells with anti-A and anti-B 
serums.® Tests for the subgroups of A are not sufficiently 
reliable for medicolegal use. The serologic distinction 
between agglutinogens A, and Az is not sharp, so that the 
diagnosis is not infrequently difficult to make, especially 
in newborn babies and in individuals of group AB. More- 
over, intermediate forms exist between A, and Ag. At any 
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rate, the chances of excluding paternity for a falsely 
accused man, which is about 18.5% using factors A and 
B, would be increased by only 1 or 2% were the sub- 
groups of A applied. Therefore, this committee finds that 
tests for the subgroups of A remain too unreliable for 
general medicolegal use. 


M-N-S System.—For medicolegal purposes the pa- 
ternity blood tests are preferably restricted to the factors 
M and N. Antiserums for these factors are prepared in 
rabbits, and from most of the antiserums satisfactory re- 
agents can be prepared that give reactions of high avidity 
and specificity. The reagents, particularly for factor N, 
are generally of low titer, but this does not appear to inter- 
fere with the reliability of the results. Satisfactory anti-N 
reagents can also be prepared from the seeds of Vicia 
graminae, which may be used if desired for purposes of 
confirmation.’ Under no circumstances should the diag- 
nosis be based solely on tests with such extracts. Tests 
on tens of thousands of families and mother-child com- 
binations have proved that exclusion of paternity based 
on the M-N types are as reliable as exclusions based on 
the A-B-O tests. 


Reagents for factor S are obtained from human indi- 
viduals sensitized by transfusion or pregnancy. While the 
titer of these reagents is generally low, the reactions are 
of high avidity and specificity like the tests for M and N. 
However, the number of studies to date on the S factor is 
small, because of the scarcity of this reagent, which, un- 
like anti-M and anti-N cannot, at present, be produced at 
will. Therefore, the medicolegal application of the S test 
should be limited to selected cases, and exclusions of 
parentage based on this test alone should be qualified by 
pointing out that the statistical basis for this test is still 
incomplete, though there is no reason to doubt its re- 
liability. Reagents for anti-s are even rarer than anti-S. 
Moreover, the anti-s reagents available up to the present 
had to be used with the antiglobulin technique, and the 
results were reproducible only with difficulty. For these 
reasons, the medicolegal application of factor s is not 
recommended for the present. It is hoped that the tech- 
nique of the test for factor s will be perfected, since the 
combined tests for § and s will increase substantially the 
chances of excluding paternity. The addition of anti-S 
alone adds about 40% as much as the addition of both 
anti-S and anti-s. Antiserums for factors Hunter and 
Henshaw (table 5) are still in limited use, so that such 
tests are not yet available for medicolegal purposes. Re- 
cent work indicates that factor U is related to the M-N-S 
system, but, because of the almost universal distribution 
of this factor, it has little if any medicolegal importance. 

Rh-Hr System.—As has already been pointed out, in 
medicolegal cases the paternity blood tests are generally 
limited to the factors Rh,, rh’, rh’, and hr’. Actually many 
more Rh-Hr factors have been found. Of all the Kh-Hr 
factors known, the most important are the four Rh factors 
Rh,, rh’, rh’, and rh” and the three Hr factors hr’, hr”, and 
hr. The reactions of these seven antiserums and the types 
they determine are given in table 1. 

As can be seen from table 1, as many as 28 sharply de- 
fined Rh-Hr phenotypes can be differentiated with the 
aid of the 7 Rh-Hr serums, corresponding to which there 
are 55 genotypes theoretically possible. This does not 
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take into account the additional phenotypes and geno- 
types resulting from the existence of Rh, variants and 
certain other rare Rh-Hr agglutinogens. In practice the 
number of phenotypes encountered will be considerably 
smaller, because many of the phenotypes are rare. Thus, 
if only those phenotypes that have an incidence of 1% or 
higher are counted, there are only 9 or 10 phenotypes 
among those theoretically possible that are apt to be 
encountered in tests on a short series of individuals. The 
medicolegal expert must also be aware of the existence 
of rare individuals with an agglutinogen having the factor 
Rh, but lacking both factors of each of the two pairs 
rh’-hr’ and rh’-hr’. Such bloods have been labeled as 
“deletions,” but a more conservative designation for this 
type is Rh,* with R°’R® as the corresponding genotype. 
The existence of these rare agglutinogens affects the 
validity of the rule that an rh’-negative parent cannot 
have an hr’-negative child and an hr’-negative parent 
cannot have an rh’-negative child. For example, if the 
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covered factor hr has no Rh factor counterpart, thus dif 


fering from factors hr’ and hr”, which have the counter- 
parts rh’ and rh” respectively. With possible rare excep- 


tions, the factor hr has been found present in the agglu-; : 


tinogens determined by genes r and R°, and absent from 
the agglutinogens determined by the genes r”, 
R°, and R’. When a putative parent belongs to type Rh, 
(blood with the three factors Rh,, rh’, and rh”), and the 
child to type rh or Rh,, or vice versa, parentage is ex- 
cluded, provided it can be shown that the individual of: 
type Rh, is not carrying the genes R’ or r’. This may be) 
possible with the aid of anti-hr serum, namely, if it can be! 
shown that the blood has factors hr’ and hr” but lacks the| 
hr factor (table 1). 

Recent work has revealed the existence of still octal 
rare factors belonging to the Rh-Hr system, notably, | 
factor V, often found associated with the genes r and R°,. 
especially in Negroes. Obviously, the medicolegal appli-| 
cation of such factors is premature. Indeed, because of | 


TasLe 4.—Exclusion of | 


Phenotype of Putative Father 
A 


Phenotype of rs 1 2 3 4 5 &, 
Putative Mother rh rh'rh rh'rh’ rh” rh’rh” 

2, 3, 4, 5, 6, 7, 8, 9, 3, 4, 5, 6, 7, 8, 9, 10, 6, 7, 8, 9, 2, 3, 5, 6, 7, 8, 9, 10, 3, 6, 7, 8, 9, 10, 11, 
10, 11, 12 11, 12 12 11, 12 12 

, RG. gS pete peer pre 3, 4, 5, 6, 7, 8, 9, 10, 4, 5, 6, 7, 8, 9, 10, sy “ 3 6, 7, 8, 9, 10, 3, 6, 7, 8, 9, 10, 11, 7, &, 9, 10, 11, 12 
11, 2 il, 12 il, 12 

1, 4, 5, 6, 7, 8, 9, 10, 1, 3, 4, 6, 7, 8, 9, 10, 1, 4, 7, 8, 9, 10, 11, 
10, 1 ll, 12 10, 1 li, 12 2 

3, 6, 7, 8, 9, 10, 11, 2, 3, 5, 6, 7, 8, 9, 10, 3, 6, 7, 8, 9, 10, 11, 
11, 12 {2 11, 12 ll, #2 12 

De I istic decease 3, 6, 7, 8, 9, 10, 11, 7, 8, 9, 10, 11, 12 1, 4, 7, 8, 9, 10, 11, &, 6, 7, 8, 9, 10, 11, 7, 8, 9, 10, 11, 12 
12 2 ‘ 

10, 4, 7, 8, 9, 10, 11, 5,7, 8, 9, 10, 10, % 7, 8, 9, 1, 

I, 12 11, 2 eae 

ke. ll, 1, 3, 4, 5, 6, 7, 9, 10, 2, 3, 5, 6, 8, 9 11, 3, 6, 9, 12 
ll, 12 12 11, 12 12 

Be I oa oe Sica csad 3, 4, 5, 6, 9, 10, 11, 4, 5, 6, 10, 11, 12 1, 4, 5, 6, 7, 10, 11, 3, 6, 9, 12 None 
2 

9 RhiRhi Steen enone l, 3, 4, 5, 6, 7, 9, 10, \, 4, 5, 6, 7, 10, ll, i, 2, 4, 5, 6, 7, 8, 10, i, 3, 4, 6, 7, 9, 10, l, 4, FA 10 
- 12 11, 12 12 

Oe Bie Baik: : 3, 5, 6, 8, 9, 11, 3, 6, 9, 12 1, 3, 4, 6, 7, 9, 10, * 3, 5, 6, 8, 9, 11, 3, 6, 9, 12 

Ths MBAs os cciicaacs 3, 6, 9, 12 None 1, 4, 7, 10 3, 6, 9, 12 None 

i, 3, 4, 6, 7, 9, 10, 1, 4, 7, 10 1, 2, 4, 5, 7, 8, 10, 1. 4, 7, 10 
12 11 


1, 3, 4, 6, 7, 9, 10, 
2 


* To presets and use ee chart quickly and easily, the phenotype names and numbers should be used in conjunction with the table of Rh-Hr 


anti-Rho, anti-rh’, anti-rh”’, an 
both intersect, 


putative father belongs to type Rh, Rh, and the child to 
type Rho, paternity is not necessarily excluded, provided 
the man’s genotype is R'R®’, and the baby’s genotype 
R*R°*, Therefore, such exclusions of paternity call for 
some mild qualification. No qualification is needed when 
the rule is recorded as: An rh’-negative parent lacking the 
Rh, factor cannot have an hr’-negative child, and an hr’- 
negative parent cannot have an rh’-negative child lacking 
the Rh, factor. 

The availability of anti-rh” serum further increases the 
chances of excluding paternity. Aside from the fact that 
the rh’ factor cannot appear in a child unless present in 
one or both parents, particular combinations exclude 
paternity in certain instances where no decision would 
be possible without the aid of this antiserum. For ex- 
ample, a parent of type Rh,“rh cannot have a child of 
type Rh,Rh,, and a parent of type Rh, Rh, cannot have 
a child of type Rh, “rh. 

The use of anti-hr serum (table 1) may help resolve 
certain problems of disputed parentage. The recently dis- 


i-hr’ serums, including appropriate controls. 2. Assi 
4. The child or ciiaten are not possible from this mating if their assigned numbers appear in this box, 


umber to each 
5. Phenotype numbers given 


sign the corresponding phenotype symbol and nu 


the lack of availability of adequate amounts of suitable 
antiserums and the limited knowledge due to the small 
number of investigations carried out to date, the routine 
use in medicolegal work of factors rh”, hr’, and hr is in- 


advisable. This committee recommends, therefore, that | 


for routine medicolegal work, for the present, the Rh-Hr 
tests be limited to the factors Rh,, rh’, rh”, and hr’. 

P System.—The antiserums available for use have 
been mostly of human origin and contain irregular agglu- 
tinins giving most distinct reactions at low temperature. 


Due to the presence in such serums of interfering non- | 
specific cold agglutinins, and the low titer of these re- | 
agents, the results of such tests are not sufficiently reliable — 


for medicolegal purposes. This committee, therefore, 
recommends that the P tests should not be used in routine 
medicolegal practice. Recent work indicates that the high 
incidence factor Tj* is related to the P system. It should 


also be mentioned that the so-called Q factor of Japanese | 


investigators is probably identical with factor P. 


4 
; 
‘ 


é 
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Lewis System.—Knowledge of the Lewis system is still 
in a confused state due to the lack of potent and specific 
reagents. The only reagents available appear to be nat- 
ural irregular isoagglutinins encountered in rare human 
serums, which react best at low temperature and rarely 


-have a titer exceeding 2 to 4 units. Due to the presence of 


interfering cold agglutinins, especially anti-O in many 
anti-Le” serums, these tests are not sufficiently reliable for 
medicolegal use. 

Kell System.—Many additional examples of anti-K 
serum have been encountered during recent years, and all 
have similar properties, in that they react best by the con- 
glutination and antiglobulin technique. Therefore, these 
reagents cannot be used for typing blood with red blood 
cells already coated by antibody globulin, as in patients 
with hemolytic disease of the fetus or newborn infant or 
acquired hemolytic anemia. Moreovet, the agglutinates 
are somewhat more fragile than in Rh-Hr reactions, pre- 
sumably due to the smaller number of antigenic loci on 
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Jk") should not be carried out in routine medicolegal 
practice. However, there are some experts who feel that 
these tests are sufficiently reliable for medicolegal use. 

The so-called family, or private, factors (table 5) have 
little or no value in medicolegal practice, because of their 
rarity in the general population. 


Blood Tests as Circumstantial Evidence 
of Parentage 


- The expert in the field of blood grouping is accustomed 
to think of blood tests as a method of establishing non- 
parentage only. When the blood types of the child match 
genetically with those of the supposed parents this is con- 
sidered an inconclusive finding because of the possibility 
of coincidence. However, with the increase in the num- 
ber of detectable blood factors and the number of blood 
group systems whose mode of inheritance is known, the 
possibility suggests itself of using blood tests as circum- 
stantial evidence of paternity or maternity. “Assignment” 


Phenotype of Putative Father—Continued 


6 8 9 Ww ll 12 

rhyrb’ Rho Rhirh RhiRh: Rhe RhiRhe Rhy 
, 3, 4, 6, 7, 8, , 3, 4, 5, 6 8 3, 4, 5, 6, 9, 10, 3, 4, 5, 6, 7, 2, 3, 6, 6, 8, 9, 3, 6, 9, 12 1, 3, 4, 6 7, 9, 
9, 10, 11, 12 9, 10, 11, 12 ll, 2 6: 10, 11, 12 Nl, #2 to, 12 
1, 4, 7, 8, 9, 10, 3, 4, 5, 6, 9, 10, 4, 5, 6, 10, 11,12 1, 4, 5, 6, 7, 10, 3, 6, 9, 12 None 1, 4, 7, 10 
iz ii, i2 11, 12 
4, 5, 7, 8, 3, 4, 5 6, 7, 4, 5, 6, 7, 10, 5, 7, 3, 4, 6, 4, 7, 10 2 4, 7, 8, 
9, 10, 11, 12 9, 10, 11, 12 li, 32 , 10, 10, 12 10, 11 
1, 3, 4, 6, 7, 8, 2, 3, 5, 6, 8, 9, 3, 6, 9, 12 : 3, : + 7, 9, 2, 3, 5, 6, 8, 9, 3, 6, 9, 12 1, 3, 4, 6, 7, 9, 
9, 10, 11, 12 10, 11, 12 10, 12 
1, 4, 7, 8, 9, 10, 3, 6, 9, 12 None 1, 4, 7, 10 3, 6, 9, 12 None 1 2 he 

2 
1, 2, 4, 5, 7, 8, 1, 3, 4, 6, 7, 9, 1, 4, 7, 10 1, 2, 4, 5, 7, 8, 1, 3, 4, 6, 7, 9, 1, 4, 7, 10 i, 2, 4, 5, 7, 8 
9, 10, 11, 12 10, 12 10, 11 10 10, 11 
1, 3, 4, 6, 7, 9, 2, 3, 4, 5, 6, 8, 3, 4, 5, 6, 9, 10, 1, 3, 4, 5, 6, 7, 2, &, 6, 6, 8,9, 3, 6, 9, 12 1, 3, 4, 6, 7, 9% 

2 9, 10, 11, 12 li, 12 9, 10, 11, 12 11, 12 10, 12 
1, 4, 7, 10 3, 4, 5, 6, 9, 10, 4, 5, 6, 20, 11, 12 1, 4, 5, 6, 7; 10; 3, 6, 9, 12 None 1, 4, 7, 10 

Ii, 22 il, 12 

i, 4, 5, 7, 8, 3, 4, 5, 6, 7, 4, 5; 6, 10, 4 ’ l, 3 4, 6, 7, 9 1, 4, 7, 10 i, 2 4, 7, 8, 
10, 11 0, 10, 11, 12 Ti, 12 8, 10, 11, 12 10, 12 10, 11 
1, 3, 4,6, 7,8, 2, 3, 5, 6, 8, 9, 3, 6, 9, 12 3, 3, 4, 7, 2, 6 3, 6, 9, 12 1, 3% 4, & 
10, 12 11, 12 2 11, #2 10, 12 
1, 4, 7, 10 3, 6,9, 12 None 4, 4; 7,20 3, 6, 9, 12 None je 
4, 5, 7, 4, 6, 7, 9, 4, 7. 10 , y 8, 3 4, 6, 7, 9, 4, 7, 10 2, 4, 8 
10, 11 te, 12 10, 19, 12 10, 13 


reactions (table 3). 
individuat tested. 3. 
in boldtace represent ehilthven for whom maternity is excluded. 


the discoplasm, so that the reactions are not always 
readily reproducible. This difficulty in technique has ap- 
parently discouraged extensive investigation of this sys- 
tem. The use of the rare anti-k serum adds little informa- 
tion, since only one out of approximately 500 bloods fail 
to clump in such antiserums. For these reasons, as well 
as the small number of family studies carried out to date, 
this committee recommends that the K-k tests should not 
be used in routine medicolegal practice but be reserved 
for special cases only. 

Duffy and Kidd Systems.—The Duffy and Kidd sys- 
tems are grouped together because of the similarity in be- 
havior of the available reagents. These reagents give the 
most distinct reactions only by the antiglobulin method, 
and the agglutinates are even more fragile than the Kell 
tests. Because of the difficulty in reproducing the reac- 
tions, and the small number of family studies carried out 
to date, the Duffy and Kidd tests are not suitable for rou- 
tine medicolegal purposes. Therefore, this committee 
recommends that tests for factors F (or Fy*) and J (or 


Determine the phenotypes of the blood of the mother, putative father, and the child or children using potent and specific 
the assigned number of the mother and tather on the side and top columns of the table and locate the box at 


which 


of parents is occasionally possible in disputed parentage 
cases involving cattle.* 

In most cases, despite the combined use of A-B-O, 
M-N, and Rh-Hr tests, such circumstantial evidence of 
parentage will not be strong. For example, if both puta- 
tive parents and the child belong to type O M Rhirh, 
there is still a substantial chance of coincidence. Exactly 
where to draw the line is difficult to state. This com- 
mittee feels, therefore, that the routine use of blood tests 
as circumstantial evidence of paternity is not advisable 
in routine medicolegal practice. In fact, attempts to apply 
blood tests in this way carry the danger that they may 
serve to confuse the issue and cause the court to dis- 
credit the valuable blood tests altogether. 

On the other hand, there are certain unusual cases that 
cannot be ignored, where the use of blood tests as cir- 
cumstantial evidence of paternity or maternity appears to 
be justified. For example, if the putative father belongs 
to type rh”, the mother to type rh, and the child to type 
rh”, the conscientious examiner will feel obligated to call 
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this unusual circumstance to the attention of the court. 
Since rh” occurs in less than 0.5% of the population, the 
coincidental presence of this type in the child and the 
accused man is circumstantial evidence of paternity. 
However, this committee feels that such an observation 
should not be included in the official report but should be 
mentioned and explained in a covering letter accompany- 
ing the report. Other situations in which the results of 
blood tests may perhaps be considered circumstantial 
evidence of paternity are cases where the child and ac- 
cused man both have the factor rh’ or rh’, lacking from 
the blood of the mother. As another example may be 
cited the instance where the baby and putative father both 
are Kell positive and group B, while the mother is Kell 
negative and group O. 


J.A.M.A., May 19, 1956 


states of Maine, Maryland, New Jersey, New York, North 
Carolina, Ohio, Pennsylvania, South Dakota, and Wis- 
consin. During the past three years three more states have 
been added to the list, namely, Massachusetts, Minne- 
sota, and New Hampshire. The main obstacle to the 
adoption of similar laws by all states is the dearth of 
qualified experts specializing in the field of blood group’ 
ing. Even among workers in the field, unnecessary con- 
troversy regarding nomenclature certainly has not helped 
to instill confidence in the tests among lawyers and jurists. 
From the point of view of the legislator and jurist, the 
wider medicolegal application of blood tests may be 
fostered by the availability of a model blood-test law. At 
the Annual Conference of the National Conference of 
Commissioners on Uniform State Laws, A Uniform Act 


TaBLE 5.—Blood Groups in Man: Role in Blood Transfusion 


lsoantibodies 


Role in Causing 


Number of Identifiable 
System Blood Factors Types Natural Isoimmune Transfusion Hemolysis 
A-B-O A, B, C, O, and variants 6 major groups and sub- Regularly Common Most important 
such as At, Az, Ar,2, groups—O, Ai, present ex- 
and As also ‘rarer sub- cept during 
groups as As, AsB neonatal 
M-N-S M,N, S, s, Hu (Hunter), 6 major types using the Rare Rare Has — hemolysis in 
He (Henshaw), U, and more readily wet rare ¢ 
variants such as Me, Ne seruins anti- 
and anti-S 
Rh-Hr Rho, rh’, rh”, rh, he’, 28 major types, but only 9 A few ques- Common Most frequent cause of 
hr”, hr, rhy, and variants have frequencies greater tionable intragroup transfusion 
such as Rho than 1% cases re- hemoly 
ported 

P P and variants, Tj}* 2 major types Infrequent Very rare Rare cause of reactions 

K-k K and k 3 None reported Occasional Rare cause of hemolysis 
in isosensitized patients 

Lutheran Lu 2 None reported 1 case Very rare cause of hemolysis 
in isosensitized patients 

Duffy (Fy) F and f 2 major types, se None reported Several cases Rare cause of hemolysis 

anti-f serum is not avail- 

Lewis (Le) Le*® and Le® 8 (%) Infrequent None found Plays no role in transfu- 
sion hemolysis. Le* fae- 
tor reciproeally related 
to secretor trait 

Kidd (Jk) J and j 2 major types, None reported Few cases Rare cause of hemolysis 

anti-j serum is not cm 
able 
“Private” 
blood types * 
Rare blood Levay, Gr (Graydon), Mi* Positively reacting bloods None reported Very rare Very rare cause of hemolysis 


factors (Miltenberger), Becker, 
(Berrens), Ca (Cava- 
liere), Wre, Diego 


are very rare 


Factors with Vel and | Negatively reacting bloods 
uni- are vely rare 
ersal dis- 


tribution t 


None reported 1 case anti-t: 


Very rare cause of trans- 
2 cases anti- 
Vel 


fusion hemolysis 


pees In the case of the rare blood factors, other individuals possessing such factors are most easily found by testing relatives of the proband, the 


person in whuse blood the factor was first found, Similarly, individuals lacking factors of almost universal distribution are to 


be found most 


readily among relatives of the proband, The hereditary nature of the blood factors, in general, is most noticeable in eng case of very rare blood types, 
and Levine has, therefore, designated them as “‘private’ blood types to indicate their restriction to certain rare familie 
t Factor k of the K-k system, Tj* of the P system, and U of the M-N-S system could also be included under this siecaiticstion. 


} Diego factor is common, however, in Amerindians. 


The committee feels that the use of blood tests as cir- 
cumstantial evidence of parentage is justified only in 
selected unusual cases. In such instances, the observa- 
tions of the examiner should not be incorporated in the 
formal report but should be pointed out in a covering 
letter accompanying the report. All tests should be per- 
formed and interpreted only by experts in the field of 
blood grouping. 


Model Blood-Grouping Law 


To further the medicolegal application of blood-group- 
ing tests in cases of disputed paternity, the passage of state 
laws authorizing courts to order these tests appears to be 
necessary. At the time when the previous report of this 
committee was published, laws had been passed in the 


on Blood Tests to Determine Paternity was drafted and 
approved at a meeting held in San Francisco, Sept. 8-13, 
1952. This was approved by the American Bar Asso- 
ciation at its meeting in San Francisco, Sept. 19, 1952. 
The proposed Uniform Act has many commendable fea- 
tures. However, the following simplified version of the 
proposed act would be an improvement, in the opinion 
of this committee. 


Uniform Act on Blood Tests in 
Cases of Disputed Parentage in Man 


Be it enacted (use the proper enacting clause for the state). 

Section 1. Authority for Test. In a civil action in which 
parentage is a relevant fact, the court, upon its own initiative or 
upon motion of any party in the action shall order the mother, 
child, and alleged father, to submit to blood tests. 
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SECTION 2. Selection of Experts. The tests shall be made by 
qualified experts in the field of blood grouping who shall be 
appointed by the court. For a list of such experts the court shall 
apply to the local medical association or to the American Medi- 
cal Association. The expert may be called by the court to testify 
on the findings and shall be subject to cross-examination. Any 
party may demand that other qualified experts perform inde- 
pendent tests under order of the court. 

SEcTION 3. Compensation of Expert Witnesses. The compen- 
sation of each expert appointed by the court shall be fixed at a 
reasonable amount, and paid as the court shal! order. 

SEcTION 4. Effect of Test Results. If the blood tests show 
that the alleged parent is not the parent of the child, such a find- 
ing shall be admissible as evidence. If the blood tests show the 
possibility of the alleged parent’s parentage, the admission of 
such evidence shall be within the discretion of the court. 

Section 5. Effect on Presumption of Legitimacy. The pre- 
sumption of the legitimacy of a child born during wedlock is 
overcome if the court finds that the blood tests show that the 
husband is not the father of the child. 

SECTION 6. Applicability to Criminal Actions. This act shall 
also be applicable in criminal cases in which the problem of 
parentage arises, such as cases of rape and kidnapping. 

SEcTION 7. Severability Clause. If any part of this act is de- 
clared invalid the remaining portion shall continue in full force 
and effect and shall be construed as being the entire act. 

Section 8. Short Title. This act may be cited as the Uniform 
Act for Blood Tests in Disputed Parentage in Man. 

SECTION 9. Repeal. All acts or parts of acts which are in- 
consistent with the provisions of this act are hereby repealed. 

Section 10. Time of Taking Effect. This act shall take 


Summary and Conclusions 


Because the use of two systems of nomenclature for 
the Rh-Hr system leads to confusion and misunderstand- 
ing, the Committee on Medicolegal Problems of the 
American Medical Association recommends the adop- 
tion of a single uniform system for medicolegal reports. 
It is recommended that, unless and until some other con- 
vention can be agreed upon, the original Rh-Hr nota- 
tions be kept as the standard and sole nomenclature for 
preparing approved medicolegal reports on Rh types. 

It is recommended that routine medicolegal applica- 
tions of blood grouping be restricted at present to tests 
for the four blood groups O, A, B, and AB of the A-B-O 
system; the three types M, N, and MN of the M-N-S sys- 
tem; and factors Rh,, rh’, rh’, and hr’ of the Rh system. 
Tests for additional factors and systems are considered 
insufficiently established for routine use at present, al- 
though they may provide evidence in particular selected 
cases. Such evidence should be submitted in a separate 
letter not part of the standard report and should be pre- 
sented with proper caution. Similarly, the value of rare 
combinations of groups providing indication of paternity, 
in contrast to the conventional use of the tests to establish 
only nonpaternity, should be recognized in unusual cases 
but should be treated with caution in a separate commu- 
nication not part of the definitive report. 
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COUNCIL ON PHARMACY 
AND CHEMISTRY 


NEW AND NONOFFICIAL REMEDIES 


Monographs and supplemental statements on drugs 
that appear in this column have been authorized by the 
Council for publication and inclusion in New and Non- 
official Remedies. They are based upon the evaluation 
of available scientific data and reports of investigations. 


H. D. Kautz, M.D., Secretary. 


Tetrahydrozoline Hydrochloride. — 2-(1,2,3,4-Tetra- 
hydro-1-naphthyl)-2-imidazoline hydrochloride. The 
structural formula may be ee as follows; 


Actions and Uses.—Tetrahydrozoline hydrochloride is 
a sympathomimetic agent closely related in chemical 
structure and pharmacological action to naphazoline hy- 
drochloride. When applied topically to the nasal mucosa, 
the drug causes vasoconstriction, which results in reduc- 
tion of local swelling and congestion. It is effective for 
the symptomatic relief of inflammatory hyperemia and 
edema of the nasal mucosa such as may occur in acute 
and chronic rhinitis and sinusitis, hay fever and other 
forms of allergic rhinitis, and vasomotor rhinitis. If the 
use of tetrahydrozoline hydrochloride is prolonged, re- 
bound vasodilation and chemical rhinitis may occur. 
Such symptoms may generally be alleviated by prompt 
discontinuation of all nasal medication. The drug should 
be administered with caution to hypertensive or hyper- 
thyroid patients. Excessive dosages may cause severe 
drowsiness accompanied by profuse sweating. Coma and 
shock have been reported in young children after over- 
dosage or improper administration of a 0.1% solution. 

Dosage.—Tetrahydrozoline hydrochloride is adminis- 
tered topically to the nasal mucosa, either as drops or as 
a spray. For adults, 2 or 3 drops of a 0.1% solution may 
be instilled in each nostril not oftener than every 3 hours. 
When a spray is used, the nozzle of a plastic bottle con- 
taining a 0.1% solution may be inserted vertically (to 
prevent streaming of the liquid) in each nostril and 
squeezed sharply three or four times. The 0.1% solution 
should never be administered to infants or children under 
6 years of age. For these patients, | to 3 drops of a 
0.05% solution may be instilled in each nostril at inter- 
vals of not less than 4 to 6 hours. 


Preparations for use as stated for the foregoing drug are marketed 
under the following name: Tyzine Hydrochtoride. 

Pfizer Laboratories, Division of Chas. Pfizer & Company, Inc., coop- 
erated by furnishing scientific data to aid in the evaluation of tetra- 
hydrozoline hydrochloride. 
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TUBELESS GASTRIC ANALYSIS 


Although the presence or absence of hydrochloric acid 
in gastric contents in certain patients has diagnostic im- 
portance, gastric analysis is not carried out in many of 
these patients for one or more of the following reasons: 
lack of information concerning the procedure or the 
information that might be derived, reluctance of the pa- 
tient to swallow the tube, or lack of trained personnel to 
perform the test. In 1950, Segal, Miller, and Morton * 
described a method for determining the presence or ab- 
sence of free gastric acidity without the use of intubation. 
This technique consisted of feeding the patient an ion- 
exchange resin that was coupled with quinine. If there 
was free hydrochloric acid in the stomach the quinine was 
freed from the resin and then absorbed by the intestine. 
After absorption the quinine was excreted in the urine, 
from which it could be readily extracted with an organic 
solvent. Its presence could then be detected by noting the 
fluorescence of the extract under ultraviolet light. The 
only acid present in the body strong enough to free the 
quinine from the resin is hydrochloric acid. Segal, Miller, 
and Plumb * were led to develop a simpler method be- 
cause of the time and equipment necessary to extract the 
quinine from the urine, because other nonquinine fluores- 
cent materials derived from medicaments may be found 
in urine, and because there is widespread use of quinine 
in drugs and beverages. These investigators coupled the 
blue dye azure A to the resin used earlier. This made the 
test simpler, since the presence of the dye could be deter- 
mined in untreated urine by noting the intensity of the 
blue color. If the concentration of the dye was low, then 
an acidified sample of urine was placed in a boiling water 
bath for 10 to 15 minutes to liberate the conjugated frac- 
tion of dye. 


Roughly, the test is carried out in the following man- 
ner: The patient drinks a glass of water, and a control 
urine sample is obtained. The dye-resin complex is fed, 
and urine samples are then collected hourly for a two- 
hour period. The test has greater significance if a secre- 


1. Segal, H. L.; Miller, L. L., and Morton, J. J.: Determination of 
Gastric Acidity Without Intubation by Use of Cation Exchange Indicator 
Compounds, Proc. Soc. Exp. Biol. & Med. 74: 218-222 (May) 1950. 

2. Segal, H. L.; Miller, L. L., and Plumb, B. A.: Tubeless Gastric 
Analysis with Azure A lon-Exchange Compound, Gastroenterology 28: 
402-408, 1955, 

3. Galambos, J. T., and Kirsner, J. B.: Tubeless Gastric Analysis: 
Evaluation of Azure A Indicator Compound, A. M. A. Arch. Int. Med. 
96: 752-756 (Dec.) 1955. 
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tory stimulus such as caffeine and sodium benzoate is 
given before it is started. If the urine contains 0.6 mg. or 
more of the dye, the patient has free acid in his gastric 
juice; if less than 0.3 mg. of the dye is lost in the urine, 
the patient does not have free acid. A level of between 
0.3 and 0.6 mg. of dye in the urine may require a colori- 
metric estimation; such a level indicates that the patient 
has a borderline level of gastric acidity. These investi- 
gators * report that of the 85 patients with known free 
gastric acidity only 2 showed false-negative values. 
One of these patients showed acidity on retesting, and the 
other was not available for retesting. Other laboratories 
have observed a higher proportion of false-negative read- 
ings. Of 30 patients with known achlorhydria, all failed 
to show free gastric acidity by this procedure. More re- 
cently, Galambos and Kirsner * reported the results from 
studies on 104 patients who had gastric analysis per- 
formed by intubation following stimulation by betazole 
(Histalog) hydrochloride. At the end of the second hour 
of the gastric analysis the dye-resin complex was fed and 
the excretion of azure A in the urine was measured; 82 
of the 84 patients who showed free gastric acidity by in- 
tubation also were identified by the dye method. One of 
the patients had a red pigment in the urine that interfered 
with the test, and the other test was incomplete. Twenty 
patients who had achlorhydria were correctly identified. 
These latter investigators believe that the tubeless method 
of gastric analysis will detect the presence or absence of 
free gastric acidity but it will not show quantitatively the 
amount of free acid. The test will not function properly 
in the presence of pyloric obstructions, severe hepatic or 
renal disease, abnormalities that impair intestinal absorp- 
tion, or urinary bladder retention. Since the dye method 
of gastric analysis is relatively simple and inexpensive, it 
can profitably be used for mass-screening surveys, and, by 
those proficient in its use, the test may be performed in 
the office. 


TRIBUTE TO ABRAHAM FLEXNER 


On the evening of April 23, nearly 400 medical edu- 
cators, industrialists, and other guests attended a recep- 
tion and dinner at the Waldorf Astoria Hotel in New 
York City honoring Mr. Abraham Flexner. The occa- 
sion was an auspicious introduction to the first annual 
Medical Education Week, during which nationwide 
efforts were made to better acquaint the American public 
with the contributions, problems, and needs in this im- 
portant field. It was fitting that the third Lahey award, 
sponsored by the American Medical Association, the 
Association of American Medical Colleges, and the Na- 
tional Fund for Medical Education, was presented to 
Mr. Flexner in recognition of his outstanding contribu- 
tions to medical education. Previously the award has 
been received by President Dwight D. Eisenhower and 
former President Herbert Hoover. 

It was 46 years ago that Abraham Flexner completed 
his objective study of medical schools in the United 
States and Canada and presented his findings in the now 
historically famous “Bulletin Number 4 (1910)” issued 
by the Carnegie Foundation for the Advancement of 
Teaching. Few efforts have been attended by such far- 
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reaching constructive changes as were initiated by this 
report. It was not only a factual report of the deplorable 
and chaotic status of medical education at that time but 
also a projected program as to how it might be remedied. 
The reconstruction of medical education in the United 
States that rapidly took place after the appearance of the 
feport reduced the number of schools but was immedi- 
ately reflected in a vastly improved output. During sub- 
sequent years nedical education has steadily advanced 
in keeping with the changing pattern of scientific knowl- 
edge and its application to teaching, research, and prac- 
tice. Its stature today initially stemmed from the changes 
brought about through the information presented in 
“Bulletin Number 4 (1910).” 

Abraham Flexner, now 89 years of age, has the satis- 
faction of looking back on contributions that have ele- 
vated the general professional standards of education 
and practice in medicine from chaos to outstanding lead- 
ership. In his short address of acceptance after receiving 
the award, Mr. Flexner graciously commented that he 
felt it really belonged to others who had paved the way 
that made it possible to undertake the study and its sub- 
sequent follow-through. This group included such names 
as Dr. William H. Welch of Johns Hopkins, Dr. Henry 
S. Pritchett of the Carnegie Foundation, Dr. Arthur D. 
Bevan and Dr. N. P. Colwell of the Council on Medical 
Education of the American Medical Association, Dr. F. 
C. Zapffe of the Association of American Medical Col- 
leges, Dr. Simon Flexner of the Rockefeller Institute, 
and members of the staff of the Rockefeller Foundation. 
The American public as well as the medical profession 
owes a great debt to this group of far-sighted ledders and 
to this scholar and senior statesman whose efforts have 
brought about such significant achievement. 


MEDICOLEGAL BLOOD-GROUPING TESTS 


In 1937, the first report of the American Medical As- 
sociation’s Committee on Blood Grouping Tests was pre- 
pared and published. At that time, only the four A-B-O 
groups and three M-N types were in use. In 1952, a sec- 
ond report was published by the Association’s Committee 
on Medicolegal Problems to cover the advances in the 
preceding 15-year interval, especially the Rh-Hr types. 
The developments that have occurred during the past four 
years necessitate a supplementary report, which appears 
on page 233 of this issue. 

The new report includes a discussion of the nomen- 
clature of the Rh-Hr types, a description of certain re- 
cently discovered blood factors and blood groups and 
their medicolegal applications, the use of blood tests as 
substantial evidence of paternity as well as for the exclu- 
sion of parentage, and also a model blood test law. Of 
these topics, the nomenclature is most important and 
difficult. The diversity of nomenclature currently used 
in medicolegal reports has been a source of confusion 
and distress in courts, and the need for uniform termi- 
nology is pressing. 

Because of the controversy that exists in respect to 
terminology, it is the unanimous decision of the Com- 
mittee to present their preliminary findings at this time 


in the form of a tentative report. This has been done with 
the hope that workers in the field will submit their views 
on the matter of nomenclature to the Committee on 
Medicolegal Problems within the next few months so 
that they can be considered in the preparation of a final 
report to be published on or about November 1, 1956. 
All comments should be submitted to the Executive 
Secretary of the Committee on Medicolegal Problems, 
535 N. Dearborn St., Chicago 10, Il. 


THE CLOSING OF THE PRINT SHOP 


For nearly 70 years, THE JOURNAL and the specialty 
journals—as they were added—were edited, set in type, 
and printed in the A. M. A. headquarters building. 
Effective July 1, these journals will no longer be printed 
in the A. M. A. print shop. The growth and expansion 
of the Association’s activities and the rapid improvement 
in printing techniques have caused problems that made 
it apparent to the Board of Trustees that this nine-story 
building was no longer large enough to house the print 
shop and to provide offices for the many councils, bu- 
reaus, committees, and other Association activities. 
Space was at such a premium that barely a month’s sup- 
ply of printing paper could be stored at one time. Fur- 
thermore, a complete modernization of the print shop, 
at great expense, would have been necessary at once. 

The Board was faced with four alternatives: (1) to 
buy new print shop equipment and expand the building, 
(2) to build a completely new plant, (3) to purchase a 
print shop already in operation, or (4) to contract for 
the performance of the printing work with an outside 
firm. 

After carefully weighing the many factors involved, 
the decision was made to arrange for printing THE 
JOURNAL in an outside printing plant that specializes in 
magazine publishing. The contract has been awarded to 
the McCall Corporation, which, since 1950, has pub- 
lished Today’s Health, the Association’s popular health 
magazine. The last issue of the specialty journals to be 
printed in the A. M. A. shop will be dated June, 1956, 
and the last issue of THE JOURNAL to be printed there 
will be that of June 30. All editorial functions for these 
periodicals will continue to be carried out at the Asso- 
ciation’s headquarters building, where a production co- 
ordination office will be set up to work with the outside 
printers. 

The employees in the mechanical departments have 
been faithful, loyal, and cooperative. Some of them have 
served almost their entire careers with the A. M. A. 
Their service is and has been greatly appreciated. How- 
ever, to continue to carry on the increased printing load 
with present mechanical facilities and equipment has 
become impractical. The closing of the print shop can be 
considered a sign of progress and a milestone in the his- 
tory of the Association. Not only will future issues of 
the journals be published in a print shop with adequate 
color presses and modern equipment, but the Associa- 
tion’s other important activities will now have room for 
further expansion. 
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NEW EDITION OF HOSPITAL ACCREDITATION 
STANDARDS 


The following statement was published in the March, 
1956, Bulletin of the Joint Commission on Accreditation 
of Hospitals. 

The Board of Commissioners of the Joint Commission 
on Accreditation of Hospitals at its meeting on January 
28, 1956 approved a new edition of the “Standards for 
Hospital Accreditation.” The major change has been an 
attempt to separate basic principles and methods of pro- 
cedure. In the process, the Standards have been amended 
slightly. Those changes which should be of interest to 
_ medical staffs, governing boards, and administrators are 
as follows: 

1. The requirement that all patients on admission have 
a serological test for syphilis has been dropped. This is 
now optional with the hospital. Hospitals should deter- 
mine the legal requirements in their respective states 
concerning the serological test for syphilis, especially 
those regarding obstetrical patients. 

2. Recorded pelvic measurements on obstetrical pa- 
tients are no longer required for accreditation. This de- 
cision was reached on the basis of investigation and con- 
sultation with the American Academy of Obstetrics and 
Gynecology. It is acknowledged that this is somewhat of 
a controversial issue and the decision . . . to take pelvic 
measurements is left to the individual hospital staff. 

3. A recording thermometer on the discharge line of 
every autoclave is no longer required. Greater emphasis 
will be placed on methods of packaging supplies and 
packing autoclaves to insure proper sterilization. The 
requirement that cultures be done at least monthly is still 
in effect. 

4. An automatic stop order on dangerous drugs has 
been added. Experience has shown that this is good prac- 
tice and, with the increased use of drug therapy, is be- 
coming more important as a protection to patients. The 
medical staff of the individual hospital should determine 
the time limit and the drugs to be included. Many hos- 
pitals have a 48-hour limit and include narcotics, hyp- 
notics, antibiotics and anticoagulants. 

5. A written plan for the reception and care of mass 
casualties is an added requirement. This plan should be 
well known to key medical and administrative personnel 
and, if possible, rehearsed several times a year. This re- 
quirement was added because it is common knowledge 
that hospitals which have been faced with the sudden 
need to care for large numbers of patients as the result of 
a bus accident, explosion, fire, or flood have been unpre- 
pared. Cognizant of this, medical and hospital groups 
have been studying the problem and, as a result, the 
_ American Hospital Association has published two hand- 
books “Principles of Disaster Planning,” and “Readings 
in Disaster Planning for Hospitals.” The “Principles” is 
a step-by-step explanation of how to prepare the hos- 
pital to meet possible disaster with equipment and in- 
formed personnel. The “Readings” is a compilation of 


reports of how individual hospitals have handled com- 
munity crises. If a hospital wishes help in developing... 
plans, these guides may be of assistance. They can be 
procured from the American Hospital Association. The 
Commission does not have copies for distribution. 

Copies of the new “Standards for Hospital Accredita- 
tion” may be purchased for 25 cents each from The Joint 
Commission, 660 N. Rush St., Chicago. 


COURSES ON MANAGEMENT OF 
MASS CASUALTIES 


The Department of the Army has recently established 
quotas for the “Management of Mass Casualties” courses 
to be conducted during the fiscal year 1957. The Amer- 
ican Medical Association, through its Council on Na- 
tional Defense, has been invited to name two physicians 
for each of the courses. These courses are to be conducted 
at the Walter Reed Army Medical Center, Washington, 
D. C., on Aug. 20-25, 1956; Oct. 29-Nov. 3, 1956; Feb. 
4-9, 1957; and June 17-22, 1957. 

Briefly, the six-day course opens with a history and 
development of the A and H bombs including the tests 
made, physical results, and casualties. The type and care 
of mass casualties are discussed by the different medical 
specialties, including psychiatry. The course includes 
talks on special treatment of burns, shock, fractures, dé- 
bridement, blood, blood substitutes, and expanders. The 
importance of sorting in triage and results seen during 
World War II and the Korean war are also covered. A re- 
port on biological and chemical warfare is included. The 
courses have proved practical as well as excellent in- 
structional training for civilian and military physicians. 


Local medical societies are urged to consider the selec- _% 


tion of a representative to attend the courses. Because of 
the limited number selected to attend each course, the 
Council on National Defense will process requests for its 
two openings at each course on a first come—first served 
basis. Individual physicians or medical societies desiring 
to submit application for enrollment for the courses or 
for additional information on the subject should write to 
Mr. Frank W. Barton, Secretary, Council on National 
Defense, A. M. A., 535 N. Dearborn St., Chicago 10. 


REVISED REPORT FORM FOR 
“DISABILITY FREEZE” 


Shown in the table is the new Medical Report (OA- 
D826) that patients may ask their doctors to complete in 
connection with their applications to have their social 
security rights protected. Many disabled individuals will 
be eligible for this protection under the “disability freeze” 
provisions of the old-age and survivors insurance pro- 
gram. (See THE JOURNAL, Jan. 15, 1955, page 270.) The 
revised form is patterned after the form in general use by 
major life insurance companies in the processing of dis- 
ability claims. It incorporates changes recommended by 
the Medical Advisory Committee, a group representa- 
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tive of medical and related professions that acts in an 
advisory capacity to the Social Security Administration 
on medical aspects of the disability freeze program. 
The form is designed to provide sufficient medical 
information about the applicant’s impairment for a deter- 
mination as to his disability. This determination is made 
by a state agency under an agreement with the federal 
government or, in the absence of an applicable federal- 
State agreement, by the Social Security Administration. 
The Medical Report is designed as a guide to physicians 
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in reporting the essential clinical details needed for sound 
evaluation of the impairment: its severity, its onset date, 
and its prognosis. (Much of the space provided for the 
doctors’ replies has been eliminated [or has not been 
shown] in the reproduction of the form.—ED. ) 

The disabled applicant depends on his physician to 
provide this data in enough clinical detail so fair and 
prompt determination of his disability can be made. The 
applicant must see that necessary medical evidence is 
submitted for him and must bear any costs involved. 


(front) 


Form Approved 
Budget Bureau No. 72-R510.1 


MEDICAL REPORT 


NOTICE TO PHYSICIAN: The applicant is responsible for securing the information requested without expense to the Government. 


this form or your own letterhead, if you prefer. Please 
and severity of impairment. 


(Name) 
1. PHYSICAL MEASUREMENTS 
Give applicant’s height and weight at last visit 


2 HISTORY 
(a) When did present illness or injury occur? 

(b) Date applicant became unable to 
(c) Is there a previous history of this illness? 

If describe 


$8. PRESENT CONDITION (ALL MAJOR IMPAIRMENTS) 
(a) Subjective symptoms 
(b) Objective findings 


Give report of X-Rays, EKGs, laboratory or other diagnostic 
tests, with dates. Use separate sheet if necessary. 


Bed Confined 
House Confined 0 
Hospital Confined 
4. DIAGNOSIS (if TB, use National Tubereulosis Association 
Classification) 
Form OA-Ds26 
(12-55) 


You may use 


make your report complete enough to enable a reviewing physician to determine the nature 


(Date of Birth) 


{Social Security No.) 


5. TREATMENT 
(a) 
(b) 


Date of first visit 
Date of last visit 
(c) When did you last examine the applieant? 


6. PROGRESS 


(b) If not, what optimum improvement can be expected, if any? 
1 year 0 
Indefinite 
(d) Have you advised applicant not to work? 


(OVER) 
(back) 


%. Complete pertinent items if impairment is CARDIAC, RESPIRATORY, ARTHRITIS or NEUROLOGICAL 


(a 


~" 


Functional Capacity (American Heart Assn.) 

Class 1 (No limitation of physieal activity) a) 
Class 2 (Slight limitation) 0D 
Class 3 (Marked limitation) 
Class 4 (Complete limitation) Oo 
Blood pressure 
Edema 


CARDIAC 


(b) 
(c) 
(d) 


{a 


~ 


Frequency, Duration and 
Vital Capacity (Degree) 
Dyspnea 


(b) 
(c) 
(d) 
(e} 


(a) 


(b 


Physieal Findings—Give specific joints involved: deseribe de- 
formities, tissue and bone destruction; limitation of motion, 


Deseribe any of the following conditions that are present, indi- 
eating degree, distribution, and residual function in affected parts. 


Atrophy Tremors 
Paralysis Gait 
Hemiplegia Reflexes 


NEUROLOGICAL ARTHRITIS RESPIRATORY 


Lab findings: Cerebrospinal Fluid (Wassermann, Protein, Ceil 
Count, Ete.), X-Ray findings, EEGs, Other. 


& Remarks 


Please Print or Type Name of Physician or Organization 
Address 


C] At Rest (0 On Slight Exertion [) On Moderate Exertion 
Yes No 
C) At Rest C] On Slight Exertion [} On Moderate Exertion 


Signature and Title 
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Date 
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MEDICAL NEWS 


ALABAMA 


Death from Rabies.—According to the U. S. Public Health 
Service, early in January a 26-year-old woman died in Alabama 
of rabies. On May 4, 1955, she had been bitten on the right 
thumb by an unidentified stray dog, which was not submitted 
for laboratory examination. Information as to the extent of anti- 
rabies treatment administered subsequent to the bite was not 
available at the time of the report. Presence of negri bodies 
was demonstrated in the brain tissue of the deceased. 


Personal.—Dr. Ferdinand F. Schwartz, associate professor of 
clinical medicine at the Medical College of Alabama, Birming- 
ham, was recently invited to help organize a physical medicine 
and rehabilitation clinic at the Baptist Hospital in Baraquilla, 
Colombia, South America. The clinic will serve arthritics and 
crippled children ———Dr. Henry E. Askin, Alexander City, was 
recently honored at a banquet of the Chamber of Commerce, 
where he was named “Man of the Year.” In making the presen- 
tation, last year’s recipient said, in part: “The 1956 ‘Man of 
the Year’ could have been the ‘Man of the Year’ for many 
years in the past. He helped to establish the blood program in 
our chapter in 1950, when he was also president of the Talla- 
poosa County Medical Society.” 


CALIFORNIA 


Fellowship in Cardiology—The Long Beach Heart Association 
announces the establishment of a research fellowship at Harbor 
General Hospital, to be sponsored with funds from the associ- 
ation’s research budget, with a tentative per annum stipend of 
$3,600. 


Society News.—Newly elected officers of the Los Angeles 
Society of Ophthalmology and Otolaryngology include Dr. 
Leland R. House, president, and Dr. Sol Rome, secretary- 
treasurer. Officers of the East Bay Psychiatric Association 
include Dr. William R. Sheehy, Berkeley, president; Dr. L. Bryce 
Boyer, Berkeley, president-elect; Dr. Elinor B. Harvey, Berkeley, 
secretary; and Dr. Ervin H. Markus, Oakland, treasurer. 


Dr. Casberg Goes to Texas.—Dr. Melvin A. Casberg, Solvang, 
former assistant secretary of defense, will become vice-president 
for medical affairs of the University of Texas July 1. Dr. 
Casberg, who also has been dean of the St. Louis University 
School of Medicine, chief of surgery in hospitals, and chairman 
of the Armed Forces Medical Policy Council, served at the 
21st General Hospital, in Chungking, China, and as surgical 
consultant at Wakeman General Convalescent Hospital Camp. 
He was assistant secretary of defense (for health and medical 
purposes) for two years ending in 1954, when he returned to 
the private practice of surgery in California. Dr. Casberg’s 
principal office will be in Austin, Texas, but he will spend much 
time at the medical units in Galveston, Houston, and Dallas. 


Personal.—Dr. Norman W. Karr, for the past three years di- 
rector of clinical research at Riker Laboratories, Inc., Los 
Angeles, has joined the Squibb Institute for Medical Research, 
New Brunswick, N. J., as an assistant to the director of the 
research and development laboratories Benjamin M. 
Kagan, director, department of pediatrics, Cedars of Lebanon 
Hospital, Los Angeles, spoke on “Significance of Maturation in 
the Premature Infant” before the Southwestern Pediatric Society 
Jan. 4 and on “Antimicrobial Therapy in Pediatrics” before the 
Los Angeles County Pediatric Section on Jan. 12.———Dr. Robert 
E. Wyers, superintendent, Metropolitan State Hospital, Norwalk, 
has received the annual award of the American Psychiatric 


Physicians are invited to send to this department items of news of gen- 
eral interest, for example, those relating to society activities, new hospitals, 
education, and public health. Programs should be received at least three 
weeks before the date of meeting. 


Association for the most outstanding improvement in a mental 
hospital in the past three years. The award was presented to © 
Dr. Wyers at the meeting of the Hospital Administrators In- 
stitute, Washington, D. C., Oct. 3, 1955S. Dr. Ruth A. Boak, 
associate professor of infectious diseases and pediatrics, Univer- 
sity of California at Los Angeles School of Medicine, was re- 
cently selected as the Los Angeles Times Woman of the Year 
in the field of medicine. During 1955 Dr. Boak received a 
Fulbright award to spend a year’s sabbatical leave in Japan 
doing research at the Institute of Infectious Diseases, Tokyo 
University. She also established a laboratory for the Treponema 
pallidum immobilization test for the U. S. Army. In Korea she 
was made an honorary member of the 38th Parallel Medical 
Society for her work in hospitals and schools. 


COLORADO 


Medical and Surgical Clinics at Greeley.—The Northeastern 
Colorado Medical and Surgical Clinics will be held May 25 
at the Weld County General Hospital, Greeley, with Dr. 
Nicholas A. Madler, Greeley, as moderator. Presentations by 
guest speakers will include: “Some Biologic Characteristics 
of Thermal Injury—Wound Healing and Metabolism” by Dr. 
Carl A. Moyer, Bixby Professor of Surgery, Washington Univer- 
sity School of Medicine, St. Louis; “Behavior Disorders in 
Children” by Dr. A. Ashley Weech, B. K. Rachford Professor 
of Pediatrics, University of Cincinnati; and “New Preparations 
and Indications for Sex Hormone Therapy in Practice” by Dr. 
Gilbert S. Gordan Jr., assistant professor of medicine, University 
of California Medical School, San Francisco. Dr. William H. 
Droegemueller will serve as toastmaster at the informal buffet 
dinner for doctors and their wives, 6:30 p. m., at the Country 
Club. The guest speaker, Harold J. Hill, D.V.M., Colorado 
Agricultural and Mechanical College, will have as his subject 
“The Evolution of a Veterinarian.” 


DISTRICT OF COLUMBIA 

Personal.—Dr. Walter Lester Henry Jr., assistant professor of 
medicine, has been appointed vice-dean of his alma mater, 
Howard University College of Medicine, Washington, D. C. Dr. 
Henry graduated at the head of his class in 1941, spent four 
years in the Medical Corps of the U. S. Army, and was a 
Markle Scholar at Howard, where in 1953 he was appointed 
assistant professor of medicine. 


Endowed Chair of Medicine.—Dr. Thomas McPherson Brown, 
professor of medicine, George Washington University School of 
Medicine, Washington, D. C., since 1948, will be the first to 
occupy the Eugene Meyer Chair of Medicine, recently endowed 
at the university by family, friends, and associates of Mr. Eugene 
Meyer, chairman of the board of the Washington Post and Times 
Herald. The sum of $300,000 was contributed to establish the 
chair in recognition of Mr. Meyer’s 80th birthday. Dr. Brown 
has been affiliated with the Rockefeller Institute Hospital, New 
York, and Johns Hopkins Hospital in Baltimore. In 1946 he 
was named chief of medicine and director of arthritis research 
at Veterans Administration (Mt. Alto) Hospital. During World 
War II he served as chief of medicine and as commanding officer 
of the 118th General Hospital. 


FLORIDA 


Seciety News.—The Miami Multiple Sclerosis Association, 775 
Dade Blvd., Miami Beach, has organized an affiliate for the 
southwest area of Miami. The organization works cooperatively 
with a representative medical board outlining and projecting 
such programs as securing of funds for research in multiple 
sclerosis, a special multiple sclerosis clinic in conjunction with 
the University of Miami School of Medicine, and the education 
of the public and the medical profession to an alertness for the 
earliest signs of multiple sclerosis. 
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GEORGIA 


Administrative Appointments at Emory.—Emory University 
School of Medicine at Emory University announces that after 
July 1 Dr. R. Hugh Wood, for 10 years dean of the school and 
director of the university clinic, will devote full time to his work 
as clinic director; Dr. Arthur P. Richardson, director, division 
of basic health sciences, will become dean of the school; and 
Dr. Carl C. Pfeiffer, chairman, department of pharmacology, 
will become acting director of the division of basic health sci- 
ences. Dr. Wood will be in charge of the medical and surgical 
services of the university clinic, whose million-dollar structure 
is scheduled for completion this spring. The building will house 
the long-established Robert Winship Clinic for neoplastic dis- 
eases and will provide offices and laboratory space for 35 other 
physicians and surgeons. These members of the clinical faculty 
will be engaged in consultative private practice, while contribut- 
ing their services to the teaching and research program of the 
school of medicine. Dr. Wood came to Emory University in 
1924 as an instructor. He is a former president of the Fulton 
County Medical Society. Dr. Richardson came to the university 
as chairman of pharmacology in 1947, later served as associate 
dean of the school, and in 1953 was named director of the 
division of basic health sciences. Dr. Pfeiffer, formerly head 
of pharmacology at the University of Illinois College of Medi- 
cine, Chicago, joined the Emory University faculty in 1954 as 
a professor and department chairman, which positions he will 
continue to hold, 


ILLINOIS 


Society News.—Dr. Nicholas P. Dallis, Toledo, Ohio, creator 
of the comic strips “Dr. Rex Morgan” and “Judge Parker,” will 
be the guest speaker at a dinner given by the Springfield Mental 
Health Society at 7 p. m., May 24, at the Leland Hotel. Doctors 
and their wives are invited. A Dutch treat social hour will pre- 
cede the dinner. Reservations may be made through the Mental 
Health Center, phone 4-4689. 


Artery Bank.—Dr. Egbert H. Fell, Chicago, has been appointed 
medical director and Dr. Frank J. Milloy Jr. assistant director 
of the central artery bank which, supported by the Chicago 
Heart Association, was opened last October at the Hektoen 
Institute for Medical Research, Chicago (THE JourRNAL, Dec. 24, 
1955, page 1664). The bank offers its services to the major 
hospitals in the Chicago area. 


Chicago 

‘Meeting on Ophthalmology.—At its meeting May 21 in the 
Chicago Illini Union, 715 S. Wood St., the Chicago Ophthal- 
mological Society will hold an instruction hour on prevention 
and management of surgical complications at 4 p. m. and a 
clinical meeting at 5 p. m. After dinner, 6:30 p. m., the scientific 
program, 7:45 p. m., will include “Carcinoma of the Limbus” 
by Drs. Harry Koenig and Robert G. Miller; “Congenital 
Macular Degeneration” by Dr. David E. Shoch; and “Ocular 
Findings in the Diagnosis of Intracranial Arterial Aneurysms: 
A Study of 119 Cases” by Dr. John W. Henderson, Ann Arbor, 
Mich. 


Symposium on Cardiovascular Renal Problems.—The American 
College of Surgeons, Metropolitan Chicago chapter, will hold a 
panel symposium on “Cardiovascular-Renal Problems of the 
Injured” at the John -B. Murphy Memorial Auditorium, 50 E. 
Erie St., May 24, at 8 p. m. Dr. LeRoy H. Sloan, clinical profes- 
sor of medicine, University of Illinois College of Medicine, will 
serve as moderator of the following program: 


Preparation of the Cardiac Patient for Surgery, Chauncey C. Maher, 

Anesthesia in Injured Cardiacs, Max S. Sadove. 

Modern Concepts in the Management of Traumatic Shock, J. Garrott 
Allen and Wynn A. Sayman, surgical resident, Albert Merritt Billings 
Hospital. 

Management of the Injured Kidney, William J. Baker and Robert 
McKendry, senior resident, Cook County Hospital. 


Dr. Rhoads Visits Korea.—Dr. Paul S. Rhoads, chief editor of 
the A. M. A. Archives of Internal Medicine, \eft Chicago 
April 9 for Korea to serve as a consultant on the building pro- 
gram and curriculum of Severance Union Medical College in 


Seoul. Rehabilitation of the college, which was destroyed in 
large part during the war, has been aided by the building of a 
140-bed hospital by the Eighth Army of the United States. 
This hospital, a memorial gift of the Eighth Army, is to be 
devoted chiefly to diseases of the chest. Dr. Rhoads planned 
to make a survey of the college’s problem before his return on 
May 5 and subsequently make recommendations to the boards 
of the Presbyterian and Methodist Churches of the United States 
regarding another hospital they will build in the rehabilitation 
of the Severance Medical Center. Dr. Rhoads has been a 
member of the medical division of the Board of Foreign Missions 
of the Presbyterian Churches for about eight years. 


INDIANA 


Meeting of Patholoyists.—The Indiana Association of Patholo- 
gists, together with the Veterans Administration Hospital, the 
Indiana Cancer Society, and Indiana University School of 
Medicine, is sponsoring its eighth annual seminar, May 20, 10 
a. m. (C. D. T.) at the hospital (1481 W. 10th St., Indianapolis). 
“Fungous Infections and Other Infectious Granulomas” will be 
presented by Dr. Roger D. Baker, professor of pathology, Duke 
University School of Medicine, and chief, laboratory service, 
Veterans Administration Hospital, Durham, N. C. Interested 
members of the medical profession are cordially invited. 


Camp for Diabetic Children.—Under the sponsorship of the 
Indianapolis Diabetes Association, Inc., the James Whitcomb 
Riley Camp for diabetic children will be open from June 17 to 
July 14. The camp, located in the Bradford Woods outdoor 
education area 6 miles north of Martinsville, is a permanent 
facility with dining, recreation hall, infirmary, and tent cabins. 
Diabetic boys and girls, aged 8 to 16 years, are eligible on.a 
nonsectarian basis. A resident physician, one or more registered 
nurses trained in the care of diabetic children, a dietitian, and 
a medical technician are in attendance at all times. Daily visits 
are made by physician members of the Indianapolis Diabetes 
Association to supervise the professional staff. Campers will 
be accepted only for the full four weeks, so that they may obtain 
the maximum benefit. The $200 fee for the four weeks is all 
inclusive. Limited funds may be available to modify the fees 
in selected cases. Capacity is limited to 40. Application blanks 
may be obtained from Mrs. Leanah K. McNeely, Secretary, 
Indianapolis Diabetes Association, Inc., 68 Kenmore Rd., 
Indianapolis 19. 


IOWA 


Dr. Bierring Honored.—The address given at the annual dinner 
meeting of the Federation of State Medical Boards of the United 
States will hereafter be known as the Walter L. Bierring Lecture 
in honor of Dr. Bierring of Des Moines, a past-president of the 
American Medical Association, who has served for many years 
as secretary and treasurer of the federation and “has had a 
life-long interest in improving the status of licensure in the 
United States. . 


Persona!l.—_Dr. Charles H. Morse, Eagle Grove, Ilowa’s oldest 
living physician and the oldest alumnus of the State University 
of lowa, recently reached his hundredth birthday. Dr. Morse 
is a life member of the lowa State Medical Society. 
Certificates of appreciation for long-time service were presented 
to 105 employees of the state department of health at a recent 
meeting in the state office. Included were Drs. Walter L. 
Bierring, 20 years; Edmund G. Zimmerer, 15 years; and 
Madelene M. Donnelly and Ralph H. Heeren, Des Moines, 5 
years.———Dr. Edward H. Files, Cedar Rapids, has been named 
city physician, to succeed Dr. Edward F. Kopecky. In addition 
to his new city duties, Dr. Files serves as Linn County health 
officer and director of the Linn County medical relief clinic. 
Dr. Files is a past-president of the Linn County Medical Sceciety. 


KENTUCKY 


Surgeons Meet in French Lick.—At the meeting of the Kentucky 
Surgical Society May 19 at French Lick, Ind., Dr. Ralph F. 
Bowers, chief, surgical service, Veterans Adniinistration Hospital 
(Kennedy) in Memphis, Tenn., will speak on “The Surgical 
Treatment of Chronic Pancreatitis.” 
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Society News.—Dr. Elmer Hess, Frie, Pa., President of the 
American Medical Association, was the dinner speaker at the 
second annual Senior Day, April 16, in Louisville. His topic 
was “The New Doctor and the A. M. A.” The program, 
sponsored by the Kentucky State Medical Association in co- 
operation with the University of Louisville School of Medicine 
and the Jefferson County Medical Society, also featured talks 
by outstanding Kentucky physicians, devised to bridge the gap 
between academic and applied medicine. 


MASSACHUSETTS 


Grant for Training in Rehabilitation—Boston University has 
received a grant of $69,G00 from the Office of Vocational Re- 
habilitation of the U. S. Department of Health, Education, and 
Welfare for the training of professional persons to work with 
the disabled. Rehabilitation courses have been scheduled both 
for full-time students and for employees in rehabilitation agencies 
who wish to study late afternoons, evenings, and Saturdays. Dr. 
Henry J. Bakst, professor of preventive medicine, Boston Univer- 
sity School of Medicine, has been appointed to direct the pro- 
gram. Dr. Bakst, a member of the medical school faculty for 
over 20 years, is chairman of the Health Council of United Com- 
munity Services of Boston and vice-president of the Massachu- 
setts Association for Mental Health. 


State Medical Meeting in Boston.—The Massachusetts Medical 
Society will observe its 175th anniversary May 22-24 at the 
Hotel Statler, Boston, under the presidency of Dr. Conrad 
Wesselhoeft, Boston. The sessions will open Tuesday at 9 a. m. 
with an historical film, “The Advent of Ether Anesthesia.” A 
panel discussion, “Current Status of the Treatment of Hyper- 
tension,” will then be presented by Dr. Edward D. Freis, Wash- 
ington, D. C., moderator, and Drs. William Hollander and 
James H. Currens of Boston. At 11:05 a. m. Dr. Justus F. 
Lehmann, Columbus, Ohio, will have as his subject “Ultrasound 
as an Adjunct to Physical Therapy,” after which Dr. James E. 
Eckenhoff, Philadelphia, will give “Some Preoperative Warnings 
of Operating Room Deaths.” The annual oration, “Docendo 
Discimus,” will be given Tuesday afternoon by Dr. Merrill C. 
Sosman, Boston. A motion picture, “Tuesday’s Child,” will 
precede “The Organic Basis of Mental Deficiency” by Dr. 
Douglas Buchanan, Chicago, Wednesday morning. The Shattuck 
Lecture will be delivered Wednesday, 11:05 a. m., by Dr. Chester 
M. Jones, Boston, whose subject will be “Changing Concepts 
and Practices in the Approach to Diseases of the Digestive 
Tract.” Dr. Francis D. Moore, Boston, will serve as moderator 
Wednesday afternoon for a symposium on surgical care, which 
will be presented by the Massachusetts Medical Society in co- 
sponsorship with the American College of Surgeons Committee 
on Nutrition and Postoperative Management. A cocktail party, 
Wednesday, 6 p. m., will precede the annual dinner, 7 p. m., 
at which the guest speaker will be Senator Leverett Saltonstall, 
Washington, D. C. Ladies may be invited to attend the dinner. 
A motion picture, “Cardiac Arrest,” Thursday, 9 a. m., will be 
followed by a symposium on the same subject. The sessions will 
close Thursday with a panel discussion, “Cancer and the Sur- 
geon,” 3:15-5 p. m., which will have as moderator Dr. Edward 
D. Churchill, Boston, and as out-of-state participant, Dr. George 
Crile Jr., Cleveland. The annual golf tournament will be held 
Wednesday at the Dedham Country and Polo Club in Dedham, 
starting time, | p. m. 


MINNESOTA 


Dr. Moersch Retires.—Dr. Frederick P. Moersch, senior con- 
sultant, section of neurology, Mayo Clinic, and professor of 
neurology ins the University of Minnesota Graduate School, 

hester, concluded 36 years of service with the 
clinic on April 1. Dr. Moersch, who was elected president of the 
American Board of Psychiatry and Neurology in 1955, served 
as secretary of the Section on Nervous and Mental Diseases of 
the American Medical Association from 1947 to 1950 and as 
chairman of the section in 1951. 


State Medical Meeting in Rochester.—The | 03rd annual meeting 
of the Minnesota State Medical Association will be held May 
21-23 in the Mayo Civic Auditorium, Rochester, under the 
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presidency of Dr. Rolland H. Wilson, Winona. Morning sessions 
will open at 9 a. m. and afternoon sessions at 2 p. m. with 
closed-circuit color television programs. The Russell D. Carman 
Memorial Lecture, “New Techniques in Cholecystography,” 
which will be delivered at 11 a. m. Monday by Dr. L. Henry 
Garland, San Francisco, will be foilowed by the Arthur H. 
Sanford Memorial Lecture, “Metabolic Relationship of Potas- 
sium, Nitrogen and Sodium,” by Dr. Paul R. Cannon, Chicago. 


The Minnesota division, American Cancer Society Lecture, sin 


“Endocrine Influences in the Treatment of Cancer,” will be 
delivered Monday, 4:30 p. m., by Dr. Charles B. Huggins, 
Chicago, immediately preceding the obstetric manikin demon- 
stration by Dr. William J. McGanity, Nashville, Tenn. Dr. 
Garland will be the speaker at a dinner meeting given by the 
Minnesota Radiological Society Monday in the Kahler Hotel 
(cocktails, 6 p. m.; dinner, 7 p. m., tickets, $5, gratuity included). 
At 9 p. m. there will be an open house at the Mayo Civic 
Auditorium Theater, to which all physicians and their wives are 
invited as guests of the Olmsted-Houston-Fillmore-Dodge County 
Medical Society. The Minnesota Medical Foundation Lecture, 
“The Patient Who Won’t Get Well,” by Dr. Donald W. Hastings, 
Minneapolis, will precede an obstetric manikin demonstration 
at 5:15 p. m. Tuesday by Dr. Emil G. Holmstrom, Salt Lake 
City. At the annual banquet, Tuesday, 7 p. m., Dr. Wilson will 
deliver the presidential address and Dr. Russell B. Roth, Erie, 
Pa., will present “The Medical P. R. Picture—An Oblique View.” 
On Wednesday at 11 a. m. Dr. Placidus J. Leinfelder, lowa 
City, will consider “The Importance of the Diagnosis of Glau- 
coma.” Dr. Frank H. Krusen, Rochester, will serve as moderator 
for a medical quiz Wednesday, 3:15 p. m., at which questions 
on new developments in medicine and questions on earlier pro- 
gram subjects will be answered by a panel. Round-table 
luncheons have been scheduled daily at 12:15 p. m. The annual 
golf tournament will be held Sunday at the Rochester Country 
Club, and the skeet and trap shoot at the Rochester Gun Club, 
Members are invited to the sports events’ smorgasbord at the 
Country Club at 6 p. m. 


MISSOURI 


Society News.—The Greene County Medical Society will have 
as speaker May 25 Dr. Sidney Shindell, Rocky Hill, Conn., 
Connecticut Director of State Hospitals, who will discuss 
“Medicolegal Problems.” The Greene County Bar Association 
will be guests of the society. 


Thompson Lectureship.—The Thompson, Brumm & Knepper |. 


Clinic, St. Joseph, announces the seventh annual Dr. F. G. 
Thompson Sr. Lectureship, “The Spleen and Hypersplenism,” 
by Dr. William Dameshek, professor of clinical medicine, Tufts 
College Medical School, Boston, May 21, 8:15 p. m., in the 
Clinic Building, 902 Edmond St., St. Joseph. The profession is 
invited. 


Symposium in St. Louis.—The St. Louis Academy of General 
Practice will present its first symposium May 27 at the Chase 
Hotel, St. Louis. Speakers will include: 
George Crile Jr., Cleveland, Responsibility of the Surgeon in Treatment 
of Cancer. 


William A. Sodeman, Columbia, Problems in Digitalis and Quinidine 
Therapy 


Willard Bartlett, St. Louis, Treatment of Acute Cholecystitis and Its 
Complications, 


Ralph A. Reis, Chicago, Endocrine Therapy of Obstetrics and Gyne- 
cology. 
The first of the four one-hour sessions will begin at 1:30 p. m. 
The lectures will be followed by a cocktail hour and dinner. 
Four hours of category | credit will be given academy members 
who attend the symposium. Information may be obtained from 
the St. Louis Academy Office (MAin 1-5467). 


NEW JERSEY 


Muscular Dystrophy Clinic—A muscular dystrophy clinic under 
the sponsorship of the Muscular Dystrophy Associations of 
America is being conducted at the Hospital for Crippled 
Children, 89 Park Ave., Newark, each Wednesday morning. 
Patients referred by private physicians or by other clinics will 
be seen for consultation and then referred back for treatment. 
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Other patients receive treatments at the hospital and may be 


admitted to the hospital for diagnostic study or such treatments. 


as may be necessary. The clinic, directed by Dr. Saul I. Firtel, 
is staffed by an orthopedic surgeon, a pediatrician, an internist, 
and a neurologist. It has its own social service staff and the full 
facilities of the physiotherapy department at the hospital. 


Clinical Meeting at Seton Hall.—As part of the centennial cele- 
bration of Seton Halli University, an all-day clinical meeting will 
be jointly sponsored by the president, the Right Reverend 
Monsignor John L. McNulty, South Orange, the committee of 
the medical and dental divisions of the university, and the Jersey 
City Medical Center at the center May 26, beginning at 9:30 
a. m. The following program will be presented: 
Dentistry: Now and Then, Willard C. Fleming, D.D.S., Oakland, Calif. 
Clinical Roentgenological Conference, Samuel A. Levine and Merrill C. 
Sosman, Boston. 
Management of Toxemia of Pregnancy, Samuel A. Cosgrove, Jersey 
City, N. J. 
Recent Advances in the Treatment of Cerebral Vascular Diseases, 
Irving S. Wright, New York. 
Surgical Disorders of Gastrointestinal Secretion, John H. Mulholland, 
New York. 
Surgical Consideration in the Therapy of Nonspecific Ulcerative Colitis, 
John H. Garlock, New York. 
Management of Carcinoma of the Colon and Rectum, Richard B. 
Cattell, Boston. 
Duodenal Ulcer—Criteria of Intractability, Henry L. Bockus, Phila- 
delphia. 


Luncheon will be served at the medical center. 


NEW YORK 


Society News.— Newly elected officers of the New York Rheu- 
matism Association include Dr. Alexander B. Gutman, New 
York, president; Dr. Bernard Rogoff, New York, vice-president; 
and Dr. Felix E. Demartini, New York, secretary-treasurer. 
The April number of the Bulletin of the Onondaga County 
Medical Society and the Syracuse Academy of Medicine, desig- 
nated as its sesquicentennial issue (1806-1956), carries on its 
gold cover the picture of Dr. George B. Broad, Syracuse, oldest 
living past-president (1908) of the society. Dr. Broad served 
the society as secretary during the year of its 100th anniversary. 


Dr. Stainbrook Goes to California.—Dr. Edward J. Stainbrook, 
professor and chairman of psychiatry, State University of New 
York College of Medicine at Syracuse, has announced his resig- 
nation to become chairman of the newly created department of 
psychiatry at the University of Southern California School of 
Medicine, Los Angeles, and chief of psychiatric services at Los 
Angeles County Hospital. Dr. Stainbrook has been affiliated 
with Bellevue Hospital, the Payne-Whitney Clinic of New York 
Hospital, New York Psychiatric Institute, Columbia University, 
New York City, and the Yale University School of Medicine, 
New Haven. In his capacity as psychiatric consultant to the 
surgeon general of the Army, a post he has held since 1950, 
Dr. Stainbrook recently returned from a six-week tour of the 
Army’s Far East Command. He will assume his new duties in 
Los Angeles in the summer. 


Visiting Professor in London.—Dr. Louis M. Hellman, chairman 
of obstetrics and gynecology at the State University College of 
Medicine at New York City, Brooklyn, left on April 25 for a 
month’s visiting professorship at Guy’s Hospital Medical School 
in London. On May 25 he will deliver the Green-Armytage 
Anglo-American Lecture on “Tubal Plastic Operations.” This 
lecture, founded “to cement the bonds of friendship between 
the United States and Britain and as a token of gratitude for 
U. S. assistance in the Wor!d War,” is delivered alternately every 
two years by a British and an American obstetrician and gyne- 
cologist at Guy's Hospital Medical School. He will lecture also 
on uterine dysfunction to advanced medical students at the 
University of London and on cervical changes in pregnancy as 
related to cancer. Dr. Hellman formerly served as associate 
professor of obstetrics at Johns Hopkins University School of 
| Medicine in Baltimore. 


New York City 

Resuscitation of the Newborn Infant.—-The department of anes- 
thesiology of the Long Island Jewish Hospital (270 76th Ave., 
New Hyde Park) will hold a panel discussion on “Resuscitation 
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for Cardiorespiratory Arrest in the Newborn” at 8:30 p. m., May 
24. The discussants will be Drs. Virginia Apgar, Richard L. 
Day, and Alan F, Guttmacher. Dr. Sylvan N. Surks will serve 
as moderator. 


Meeting on Industrial Medicine.—The annual meeting of the 
American Academy of Compensation Medicine and the Institute 
for the Crippled and Disabled, May 23, 8 p. m., will honor the 
New York County Medical Society sesquicentennial. An open 
meeting, 8:30 p. m., on “Motivation in Rehabilitation . . . The 
Doctor and the Injured Worker” will be sponsored by the 
academy and the institute, which is a professional affiliate of 
Columbia University and Presbyterian Hospital. 


Dr. Berson Returns from World Lecture Tour.—Dr. Morton I. 
Berson returned recently from a world-wide lecture tour under 
the auspices of the World Medical Association for the purpose 
of promvting the exchange of scientific ideas. Dr. Berson lec- 
tured and held clinics on plastic and reconstructive surgery at 
the Honolulu Academy of General Practice, Honolulu; the 
Japanese Medical Association and the Keio University, Tokyo; 
the University of Hong Kong; the British Medical Association, 
Malayan Branch, Singapore; the Indian Medical Association, 
Bengal Provincial Branch, Calcutta; the Delhi Medical Associ- 
ation, New Delhi; the Grant Medical College, Bombay; the 
Egyptian Medical Association, Cairo; the Italian Medical 
Association, Rome; and the Vienna Medical Society, Vienna. 
On invitation of the U. S. S. R. minister of health, Dr. Berson 
lectured at the Institute of Research and Surgery in Moscow. 
His lectures were illustrated by the following films: Split-Skin 
Grafts for Burn Contractures; Free Full-Thickness Skin 
Transplant for Capillary Hemangioma; Cartilage Transplants. 
for Facial and Skull Depressions; Rhinoplasty; Cartilage Trans- 
plants for Reconstruction of Congenital and Acquired Saddle 
Nose; Cosmetic Meloplasty “Operation Face-Lift”; Mamma- 
plasty for Pendulous Hypertrophied Breasts; Derma-Fat-Fascia 
Grafis. 


OHIO 


Medicolegal Institute in Cleveland.— Western Reserve University 
in Cleveland has scheduled its third annual Institute on Science 
in Law Enforcement (registration $75) June 18-23. Attendance 
will be by invitation only. Refresher sessions on new medicolegal 
developments will be coupled with field work and tutoring in 
groups limited to five students each. Lectures will cover the 
following topics: scientific aids for the law enforcement officer; 
investigation of crime scenes; trace evidence; interrogation and 
interviewing; and communications and surveillance. There also 
will be a crime solution clinic and a section on recent legal 
decisions with law enforcement aspects. Field work will stress 
practical application of such skills as photography; firearms and 
bullet identification; interrogation and interviewing; communica- 
tions and surveillance; applied mathematics; fingerprinting and 
other means of identification; police laboratory routines; and 
gunnery range use. Special attention will be given to problems 
of smaller communities regarding criminal investigation, traffic 
accident work, and lie detector operation. Information is avail- 
able from: Oliver C. Schroeder Jr., Director, Law-Medicine 
Center, Western Reserve University, Cleveland 6. 


OKLAHOMA 

Meeting of Rheumatism Society—The annual meeting of the 
Oklahoma Rheumatism Society will be held May 25-26 at Lake 
Murray Lodge, Ardmore, under the presidency of Dr. Richard. 
W. Payne, Oklahoma City. The buffet dinner, 6:30 p. m., will 
be followed by a brief address by Dr. Russell L. Cecil, New 
York. Dr. Cecil wiil also give the closing address, “The Role 
of Infection in Rheumatoid Arthritis,’ Saturday, 3:15 p. m., 
and will participate in a panel discussion following the banquet, 
which will be heid at 7 p. m. after cocktails at 6 p. m. 


Workshop in Industrial Nursing.—The third annual workshop 
in industrial nursing will be held May 25-26 at the University 
of Oklahoma Medical Center in Oklahoma City to consider 
“Contemporary Developments in Occupational Health.” The 
subjects to be covered include: The Atom in Industry, Frontline 
Psychiatry on the Job, Nursing in Disasters, and the Cardiac. 
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‘and Workmen's Compensation. Among the speakers are Harry 
Levinson, Ph.D., director, department of industrial mental 
health, Menninger Foundation, Topeka, Kan.; Dr. Donald J. 
Birmingham, chief dermatologist, Occupational Health Field 
Headquarters, U. S. Public Health Service, Cincinnati; Miss 
Katharine A. Lembright, assistant executive secretary, American 
Nurses Association, New York; and Major Margaret A. Richey, 
chief nurse, U. S. Air Force Hospital, Bergstrom Air Force Base, 
Austin, Texas. Advance registration may be made through the 
Office of Postgraduate Instruction, University of Oklahoma 
Medical Center, 801 N. E. 13th St., Oklahoma City 4. 


PENNSYLVANIA 


Society News.—The 1956 meeting of the Pennsylvania Academy 
of Ophthalmology and Otolaryngology will be held at the Bed- 
ford Springs Hotel, Bedford, May 24-27. 


President of Mellon Institute Retires—-Edward R. Weidlein, 
LL.D., president of the Mellon Institute of Industrial Research 
since 1951, announced his retirement plans at a testimonial 
dinner given by members of the institute at the Schenley Park 
Hotel, Pittsburgh, March 19. Dr. Weidlein has been affiliated 
with the institute for over 40 years, serving as a senior fellow, 
1912-1916, and then as an executive staff member from 1916 
to 1951. After his retirement, March 31, he planned to spend 
several months in Europe on a federal government mission. Dr. 
Weidlein will remain on the board of trustees of the institute 
and will be available in an advisory capacity in the administra- 
tion of the institute’s research programs. 


TENNESSEE 

Television Award.—Harold D. West, Ph.D., president of 
Meharry Medical College, Nashville, received the A. M. A. 
award for television pioneering, Feb. 27, for a telecast of 
“Medical Horizons,” dramatizing the work at Meharry with 
radioactive gold in the treatment of cancer. The program is 


Television award to Meharry Medical College 


sponsored by Ciba Pharmaceutical Company. Dr. William T. 
Strauss, Summit, N. J., director of television for the company, 
is shown at the left in the photograph. Dr. Charles C. Trabue 
IV (second from the left), president of the Tennessee State 
Medical Association, Nashville, presented the Certificate of 
Special Merit for Medical Television Pioneering to Dr, West, 
while Mayor Ben West of Nashville looked on. 


TEXAS 

Society News.—Newly elected officers of the Texas Medical 
Association include Dr. Milford O. Rouse, Dallas, president; 
Dr. C. Denton Kerr, Houston, president-elect; Dr. Foy H 
Moody, Corpus Christi, vice-president; Dr. John M. Travis, 
Jacksonville, secretary (reelected); and Dr. Thomas H. 
Thomason, Fort Worth, treasurer. The 1957 annual session will 
be held in Dallas April 28-May 1. 


Rabies in Man.—According to the U. S. Public Health Service, 
early in January a 12-year-old boy was admitted to a hospital 
in Texas with a diffuse headache of three days’ duration, fever, 
and excessive thirst. The patient had experienced nausea and 
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vomiting of one day's duration and exhibited a maniacal thrash- 
ing behavior. A tentative diagnosis of rabies was made. Marked 
emphysema of the face, neck, and chest developed a few hours 
after admission, and the boy died that day. Examination at 
autopsy showed Negri bodies in the hippocampal gyrus of the 
brain, and the diagnosis was also confirmed by animal inocula- 
tion. This was the second case of rabies in man reported in 1956, 


Director of Occupational Health Wanted.—The Merit System*” 
Council for the Texas State Department of Health announces 
examinations for director of occupational health (salary range: 
$9,720-$12,120). The minimum qualifications are: (1) M.D. 
degree and one year’s internship in a recognized hospital; (2) 
M.P.H. degree or certification by the American Board of Pre- 
ventive Medicine, or six years of experience in industrial medi- 
cine or the private practice of medicine in an industrial setting, 
three years of which should be in a public health agency; and 
(3) licensure to practice medicine in Texas. Applications will 
be received for this position until further notice. For application, 
write: Merit System Council, 814 Littlefield Bldg., Austin, or 
Dr. Henry A. Holle, Commissioner of Health, Texas State 
Department of Health, 410 E. Fifth St., Austin. 


UTAH 


Ogden Surgical Meeting.—The 11th annual mecting of the 
Ogden Surgical Society will be held May 23-25 at 420 25th St. 
in Ogden. The meeting, which is approved for postgraduate 
credit, category 1, for members of the American Academy of 
General Practice, was made possible by contributions by citizens 
of Ogden, the Ogden Chamber of Commerce, and the drug 
and pharmaceutical companies. Daily round-table luncheon 
discussions will be held at 12:15 p. m. in the Hotel Ben Lomond. 
The sessions will open at 8 a. m. Wednesday with movies at the 
Ogden Theatre (“Toxemia of Pregnancy”), followed by an 
address of welcome by the president of the Ogden Surgical 
Society, Dr. W. J. Thomson. At 3:45 p. m. Wednesday Sir 
Reginald Watson-Jones, London, England, will present “Treat-— 
ment of Osteoarthritis of the Hip Joint with Special Reference 
to Intra-Articular Arthrodesis.” Other out-of-state speakers and 
their first presentations will include: 

Herbert C. Maier, New York, Tumors of the Lung. 

George D. Lilly, Miami, Fla., Diagnosis and Treatment of Arterial Cir- 

culatory Insufficiency of the Lower Extremity. 
Richard Warren, Boston, Surgery of Obliterative Arterial Disease. 
Preston A. Wade, New York, Fractures in Children. 


Henry D. Brainerd, San Francisco, Management of Infections of the 
Central Nervous System. 


Newell W. Philpott, Montreal, Canada, Acute Abdominal Conditions ~ 


Which Complicate the Practice of Obstetrics and Gynecology. 


Leonard Christensen, Portland, Ore., Current Status of Corneal Trans- 


plantation. 


Alton Ochsner, New Orleans, Ulcerating Lesions of the Stomach, Be- 
nign and Malignant. 


Waldo E. Nelson, Philadelphia, Diabetes Mellitus in Infants and 
Children. 


Waltman Walters, Rochester, Minn., The Problem of Duodenal Ulcer. 


Frank Hinman Jr., San Francisco, Control of Advancing Prostatic 
Carcinoma. 


Edward H. Rynearson, Rochester, Minn., Surgical Lesions of the 
Adrenal Cortex. 

Donald R. Laird, Portland, Ore., Recurrent Colonic Carcinoma. 

John Adriani, New Orleans, Surgical Risks from the Standpoint of 
Anesthesia. 


E. Stewart Taylor, Denver, Adrenal Gland Disorders of Interest to the 
Gynecologist. 
Janet S. Baldwin, New York, Diagnosis of Congenital Cardiovascular 
Conditions Amenable to Surgery. 
Dr. Christensen will be guest speaker at the general session and 
luncheon of the Ophthalmological Section, Thursday, 10 a. m, 
He will discuss “Pathogenesis of Ocular Surgical Complications.” 
Doctors and their wives are invited to an informal cocktail party, 
dinner, and dancing party at the Ogden Golf and Country Club, 
4197 Washington Blvd., Wednesday, 7 p. m. An informal cocktail 
party, buffet dinner, and dancing party are scheduled for 
Thursday, 7 p. m., at the Old Mill Inn, 1251 Canyon Rd. 


VERMONT 


Infertility Clinics.—The establishment of infertility clinics at the 
Mary Fletcher and Bishop DeGoesbriand hospitals was recently 
announced by the department of obstetrics and gynecology, Uni- 
versity of Vermont College of Medicine, Burlington. Admission 
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of patients to these clinics will be by referral only by the family 
physician. For information write to Dr. John Van S. Maeck, 
Department of Obstetrics and Gynecology, University of Ver- 
mont College of Medicine, Burlington, 


VIRGINIA 


Personal.—Dr. Douglas Vanderhoof, Richmond, has been 
elected honorary senior warden for life at St. Stephen’s Episcopal 
Church. This is the first time such an honor has been conferred 
by this church——Dr. Emmert Christopher Stuart Sr., Win- 
chester, recently retired at the age of 90. His fellow physicians 
have erected a plaque at Memorial Hospital in his honor, which 
states, in part: “In active service 1887-1955. Member of the 
medical staff of Memorial Hospital 1910-1955.” Dr. Stuart's 
grandfather, the late F. M. Burkhart of Parkersville, was a 
physician, as is Dr. Stuart’s son, Dr. Emmert C. Stuart Jr. 


Dr. Mutholland Honored.—The Virginia Council on Health and 
Medical Care recently presented a distinguished service certifi- 
cate to Dr. Henry B. Mulholland, vice-chairman of the A. M. A. 
Council on Medical Service and assistant dean of the University 
of Virginia School of Medicine, Charlottesville. As president of 
the Medical Society of Virginia, Dr. Mulholland took the lead 
in calling together the organizations and agencies that formed 
the council in 1946. He was also first chairman from 1946 to 
1950 and is now honorary chairman. Among its several accom- 
plishments in 1955, the council succeeded in placing 32 physi- 
cians, mostly in rural areas. According to Director Edgar J. 
Fisher Jr., the council worked with 428 physicians and handled 
134 requests for help in getting doctors. 


WISCONSIN 


Memorial Lecture Fund.—A fund, established in memory of 
Dr. John Harris, late head of the department of obstetrics and 
gynecology, University of Wisconsin Medical School, Madison, 
will be used to provide for an annual lecture at the university 
in the field of obstetrics and gynecology by some nationally 
known specialist in the field. Contributions to the fund should 
be directed to Dr. John Z. Bowers, Dean, University of Wisconsin 
Medical School. 


Electron Microscope Laboratory.—Marquette University School 
of Medicine, Milwaukee, recently dedicated its new three-room 
electron microscope laboratory, installed in the anatomy depart- 
ment. The microscope, valued at $25,000, is the gift of the Mil- 
waukee Braves in memory of the late J. A. “Bob” Quinn, father 
of the vice-president and general manager of the ball club. The 
air-conditioned, dust-free laboratory includes a photographic 
darkroom and temperature and humidity controls essential for 
the microscope. Accessory equipment valued at more than $8,000 
has been installed. Stanley Weinreb, Ph.D., assistant professor 
of anatomy, is director of the laboratory. 


ALASKA 

Society News.—The Anchorage Medical Society has elected the 
following officers: Dr. A. Claire Renn, Anchorage, president; 
Dr. William J. Mills, Anchorage, vice-president; Dr. Elizabeth 
A. Tower, Anchorage, secretary; and Dr. William R. Caughran, 
Spenard, treasurer. 


Indian Health Office in Anchorage.—Dr. Joseph A. Gallagher 
has been appointed medical officer in charge of the Indian Health 
Subarea Office in Anchorage, Alaska, the U. S. Public Health 
Service has announced. Dr. Gallagher, who will report for duty 
July 1, will be responsible primarily for the 400-bed Alaska 
Native Service Hospital in Anchorage. Largest health facility 
in the Indian health program, the Anchorage hospital has more 
than 250 beds for tuberculosis patients. In addition to directing 
the Anchorage hospital, Dr. Gallagher will serve as subarea 
director for the Alaska Native Health Service in western Alaska 
and will be responsible for hospitals at Barrow, Bethel, 
Kanakanak, Kotzebue, and Tanana. Since July, 1955, Dr. 
Gallagher has been the clinical director at the Public Health 
Service Hospital at Staten Island, N. Y., in charge of maintain- 
ing professional standards for medical care. 
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GENERAL 


Cemmission on Mental Health.—The Joint Commission on 
Mental Illness and Health opened its headquarters Feb. 6 at 
808 Memorial Dr., Cambridge 39, Mass., with Dr. Jack R. 
Ewalt as director and Dr. Richard J. Plunkett, Secretary, 
A. M. A. Council on Mental Health, as associate director. 


Meeting on Air Pollution.—The Air Pollution Control Associ- 
ation will hold its 49th annual meeting, an international con- 
ference, May 20-24 at the Hotel Statler in Buffalo under the 
presidency of Mr. H. Kenneth Kugel, Washington, D. C. Mr. 
Arnold Arch, air pollution control director for Niagara Falls, 
N. Y., and Mr. John Quinlan, smoke abatement commissioner 
for Buffalo, are cochairmen. 


Heart Research Newsletter.—With the February issue, the 
American Heart Association (44 E. 23rd St., New York 10) 
launched its Heart Research Newsletter with reports on some 
current investigations into heart and blood vessel problems. The 
first number contains the following items: “$15 Lung—The 
DeWall-Read Apparatus,” “Open Heart Surgery—A Summary 
of Methods,” “Exercise and Ailing Hearts,” “‘The Frozen 
Twitch’—Muscles and Motion,” and “How Antibodies Form.” 


Births Reach New High.—According to the Metropolitan Life 
Insurance Company, the total number of births in the United 
States in 1955 reached a new high of about 4,100,000. The 
estimated birth figure for the year compares with 4,073,000 for 
1954 and 3,956,000 in 1953. Since World War Il, births have 
averaged 3,800,000 annually. The 1955 total was at the rate 
of 24.9 births per 1,000 of population residing in the United 
States. Infant mortality declined in 1955 to a new low rate of 
26.4 per 1,000 live births, which is about 1.5% below the 
previous minimum established in 1954 and 30% lower than the 
1945 rate. 


Awards in Hematology.—The Hematology Research Foundation 
(64 W. Randolph St., Chicago) has awarded the Ruth Berger. 
Reader Fellowship to Dr. Simon Rozengvaig at Michael Reese 
Hospital in Chitago and has announced grants of $5,000 for: 
research in blood diseases to Dr. Frank E. Trobaugh Jr. at 
Presbyterian Hospital, Chicago, for his project entitled “Free 
and Filter Paper Electrophoretic Studies of Serum and Urinary 
Proteins in Various Hematologic Disorders” and to Dr. Howard 
L. Alt for his project entitled “The Identification and Mode of 
Action of a Plasma Erythropoietic Factor as Determined by 
DNA Synthesis, Ferrokinetics and Morphology.” 


Examination for Orthoptic Technicians—The annual examina- 
tion of orthoptic technicians by the American Orthoptic Council 
will be conducted in August and October. The written examina- 
tion will take place on Aug. 23 in designated cities and will be 


-proctored by assigned ophthalmologists. The practical exami- 


nations will be held Oct. 13 in Chicago, preceding the meeting 
of the American Academy of Ophthalmology and Otolaryn- 
gology. Application for examination, accompanied by the exami- 
nation fee of $30, must be received before July | by the office 
of the Chairman of Examinations, Dr. Frank D. Costenbader, 
1605 22nd St. N. W., Washington 8, D. C. 


Meeting of Ophthalmologists.—The American Ophthalmological 
Society will hold its 92nd annual meeting May 31-June 2 at the 
Homestead, Hot Springs, Va., under the presidency of Dr. Alan 
C. Woods, Baltimore. In all, 21 papers have been scheduled, 
Speakers by invitation will include Drs. Bernard Becker, St. 
Louis; Gerard M. Shannon, Philadelphia; Samuel J. Kimura, 
San Francisco; Richard R. Button, Newport Beach, Calif.; Mary 
C. Fletcher, Houston, Texas; Joseph L. Dowling Jr., Boston; 
and George Z. Carter and Arnold S. Breakey, New York. A 
golf tournament and a skeet tournament have been scheduled for 
Friday afternoon. 


Residencies in Allergy.—The Veterans Administration Hospital 
in Pittsburgh (Oakland), a dean committee hospital, and the 
Medical Center Hospitals, University of Pittsburgh School of 
Medicine, announce openings for two one-year residencies in 
allergy. These residencies are approved by the American Board 
of Internal Medicine and the Subspecialty Board of Allergy, 
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They include training in clinical allergy, both inpatient and out- 
patient, as well as participation in teaching and clinical investi- 
gation in the field of allergy. Stipend is $2,400-$3,000 per 
annum. Address inquiries to Dr. Leo H. Criep, Bigelow Apart- 
ments, Pittsburgh 19. 


Student-Intern Essay Contest—The American Diabetes Associ- 
ation is sponsoring its fourth essay contest, open to medical 
students, interns, and physicians within two years after gradu- 
ation from medical school. Any subject relating to diabetes and 
basal metabolism may be selected. A prize of $250 for the best 
paper reporting original laboratory research or clinical study 
is made possible through the generosity of the St. Louis Diabetes 
Association. An additional prize of $50 will be awarded for the 
best review article or case report. Manuscripts, typewritten with 
double-spacing, should be submitted to the Editorial Office of 
Diabetes: Journal of the American Diabetes Association, 1 E. 
45th St., New York 17. 


Catholic Hospital Association Meeting.—The 41st annual con- 
vention of the Catholic Hospital Association will be held May 
21-24 at the Municipal Auditorium, Milwaukee. The opening 
session Monday, 3 p. m., will consider “What Society Expects of 
Voluntary Hospitals.” The general session Tuesday, 2 p- m., will 
hear a special address, “Education, Research, Patient Care,” by 
His Eminence, Samuel Cardinal Stritch, Archbishop of Chicago, 
who is honorary president of the Catholic Hospital Association 
of the United States and Canada. The dinner for religious at the 
Pfister Hotel will be held Wednesday, 5:30 p. m., and a general 
meeting for all religious, Thursday, will hear a special sym- 
posium, “The Formation of Hospital Religious.” The theme of 
the conference is “Education, Research, and Patient Care.” 


Meeting of Maxillofacial Surgeons.—The American Society of 
Maxillofacial Surgeons held its 10th annual meeting at the Jung 
Hotel, New Orleans, March 18-21 under the presidency of Dr. 
Hamilton A. Baxter, Montreal, Canada. The special honorary 
award of the society was presented by Dr. Carl W. Waldron, 
Hopkins, Minn., to Dr. Varaztad H. Kazanjian, Boston, at a 
dinner in his honor Monday. Dr. Alton Ochsner, New Orleans, 
was the distinguished speaker at the annual dinner Tuesday. 
On Wednesday morning the following invitational addresses 
were delivered at the Ochsner Memorial Foundation Hospital 
by New Orleans physicians: 

Carcinoma of the Lip, Richard W. Vincent. 

Bronchogenic and Thyroglossal Cysts, Rawley M. Penick. 

Causes of Hoarseness and Diagnosis, Francis E. LeJeune. 

Indications for Lymph Node Dissection, Alton Ochsner. 


Meeting on Trauma.—The Philadelphia Regional Committee on 
Trauma, American College of Surgeons, will hold a clinical 
meeting May 19 in the Benjamin West Room of Haddon Hall, 
Atlantic City, N. J. The morning program will include: 


Supracondylar Fractures of Femur: End Results by Open and Closed’ 


Methods of Treatment, Anthony G. Merendino, Atlantic City, N. J. 
Management of Trauma of Abdominal Viscerae, G. Ruffin Stamps, 
Atlantic City, N. J. 
Intramedullary Fixation of Long Bones: Evaluation and Presentation 
of Slides, Wayne H. Stewart, Cape May Court House, N. J 
Multiple Injuries, Harry Subin, Atlantic City, N. J. 
After cocktails and a buffet luncheon at Haddon Hall, 12:30 
p. m., presentations will include: 
Repair of Compound Hand Injuries, Hans May, Philadelphia. 
Slipped Upper Femoral Epiphysis, John M. Naame, Atlantic City, N. J. 


Symposium on Venereal Diseases.—The first International 
Symposium on Venereal Diseases and the Treponematoses will 
be held at the Statler Hotel, Washington, D. C., May 28-June 1, 
under the joint sponsorship of the U. S. Public Health Service, 
and the World Health Organization. Dr, Clarence A. Smith, 
chief, Public Health Service’s venereal disease program, is in 
charge of arrangements. Topics for discussion include Control 
of Venereal Diseases and the Treponematoses in Retrospect and 
Prospect; Reporting and Statistical Problems; Natural History 
of Syphilis and the Treponematoses; Experimental Syphilis and 
the Treponematoses; Serology and Immunology of the Trepone- 
matoses; Diagnosis, Management, and Prognosis of the Trepone- 
matoses and the Venereal Diseases; Gonorrhea, the Minor 
Venereal Diseases and Nongonococcic Urethritis; Epidemiology 
and Control Techniques; Health Education and Public Infor- 
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mation; and Voluntary Agency Cooperation in Control Pro- 
grams. The symposium is open to physicians, scientists, and 
professional heaith workers. 


Meeting of Gynecologists—The American Gynecological Soci- 
ety will hold its 79th annual session at the Shoreham, Washing- 
ton, D. C., May 21-23, under the presidency of Dr. Isidor C. 
Rubin, New York. The profession is cordially invited. “The 


Development of Modern Renal Physiology,” the address of thee" 


guest speaker, Homer W. Smith, Sc.D., professor of physiology, 
New York University College of Medicine, is scheduled for 
Monday morning, and the presidential address for Tuesday, 12 
noon. The social hour and annual banquet, Tuesday, 6:30 p. m., 
will have as speaker Carl G. Hartman, Ph.D., associate director, 
Ortho Research Foundation, Raritan, N. J., and professor 
emeritus of zoology and physiology, University of Illinois, who 
will have as his topic “Adventures in Natural History of Interest 
to Gynecologists.” Other speakers by invitation include Drs. 
Michael J. Jordan and Saul B. Gusberg, New York; Dr. George 
A. Hahn, Philadelphia; Dr. James F. Nolan, Los Angeles; Dr. 
Douglas E. Cannell, Toronto, Canada; and Dr. Howard Ulfelder, 
Boston. 


Cardiovascular Traineeship Available—The Frank E. Bunts 
Educational Institute, the educational division of the Cleveland 
Clinic Foundation, offers a two-year traineeship in cardiovascular 
disease, oriented toward research and academic practice, to 
physicians who have completed an approved internship and at 
least two years of residency training in internal medicine or two 
years of approved residency training in pediatrics. The two-year 
traineeship is divided into three periods of eight months each 
spent in the study of cardiovascular-renal disease in the research 
division and in general cardiology and pediatric and surgical 
cardiology in the division of medicine. In each field the trainee 
will be responsible for a specific research project. Responsibility 
for training is in the hands of Drs. Irvine H. Page, Arthur C. 
Corcoran, and Harriet P. Dustan (research division) and of 
Drs. A. Carlton Ernstene, William L. Proudfit, and F. Mason 
Sones Jr. (division of medicine). The program will be coordinated 
by Dr. Charles L. Leedham, director of education, Frank E. 
Bunts Educational Institute, 2020 E. 93rd St., Cleveland 6, to 
whom enquiries should be addressed. The program is planned 
for six trainees (three appointed each year), the appointments to 
run from July 1, beginning in 1956, 


Awards in Cardiovascular Research.—The American Heart 
Association announces the award of $830,000 to 131 scientists 
engaged in cardiovascular research, for studies to be conducted © 
during the 12 months beginning July 1. According to Dr. Irvine 
H. Page, Cleveland, association president, the awards raise to 
more than 14 million dollars the sums allocated by the heart 
association and its affiliates for scientific research in heart and 
blood vessel diseases since the organization became a national 
voluntary health agency in 1948. The current awards provide 
for 3 career investigators, 64 established investigators, and 64 
research fellows, who will conduct their studies in 24 states, 
the District of Columbia, Great Britain, Greece, and Denmark. 
Career inVestigatorships provide $25,000 per year to cover the 
stipend of the career investigator and to help meet the expenses 
of his laboratory. Established investigatorships, awarded to 
highly qualified, experienced scientists to conduct an independent 
program of research, are given for five-year periods subject to 
annual review and carry stipends of from $6,000 to $9,000 per 
year. Research fellowships, awarded for one and two years and 
intended to help younger scientists become established in re- 
search careers under experienced supervision, provide stipends 
of from $3,500 to $5,600 per year. 


Conference on Motor Accident Prevention.—Physicians from 
the United States and Canada and representatives of the armed 
forces, industry, and driver-licensing bureaus will meet at New 
York University in New York City, May 23, for a conference 
on “Medical Aspects of Motor Vehicle Accident Prevention.” 
Cosponsored by the university’s Center for Safety Education and 
the New York University-Bellevue Medical Center, the confer- 
ence will be presented in cooperation with the New York 
Academy of Medicine’s committee on public health, the New 
York Industrial Medical Society, and several county medical 
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| societies. Dr. George E. Armstrong, vice-chancellor for medical 
affairs at New York University, will be conference chairman. 
Closed workshop sessions for specialists will be conducted from 
9:30 a. m. to 3 p. m. at the New York University Medical 
Science Building (550 First Ave). Dr. Herman E. Hilleboe, com- 
missioner of health, state of New York, will deliver a report on 
“The Conclusions and Recommendations of the Conference 
Workshop Groups.” Other speakers at the evening session will 
be Dr. William P. Shepard, New York, chairman, Council on 
Industrial Health of the American Medical Association, “Human 
Factors in Safety,” and Dr. Howard A. Rusk, director, Institute 
of Physical Medicine and Rehabilitation, New York University— 
Bellevue Medical Center, “Importance of the Physician in Motor 
Vehicle Accident Prevention.” Information on the conference 
can be obtained from the Center for Safety Education, New 
York University, 6 Washington Square North, New York 3. 


Urologists Meet in Boston.—The Sist annual meeting of the 
American Urological Association will convene at the Hotel 
Statler, Boston, May 28-31, under the presidency of Dr. George 
C. Prather, Brookline, Mass. Monday afternoon will be devoted 
to a three-hour illustrated lecture on pathology of diseases of 
testes and adnexa by Dr. Fathollah K. Mostofi, Genito-Urinary 
Registries, Armed Forces Institute of Pathology, Washington, 
D. C. Tuesday afternoon will be devoted to motion pictures, 
and motion pictures will also be shown on Tuesday, Wednesday, 
and Thursday morning before the opening of the scientific 
sessions. In the essay contest the first prize paper, “Experimental 
Studies on the Reconstruction of the Neurogenic Bladder,” by 
Drs. William C. Shoemaker and David M. Long Jr., Philadelphia, 
will be the final presentation Tuesday morning; the second prize 
essay, “A Clinical Study of a New Renal Function Test,” by 
Dr. Chester C. Winter, Los Angeles, will be read Thursday 
morning; and the third prize essay, “Isotope Radiographs for 
Localization of Renal Calculi During Surgery,” by Dr. Donald 
E. Burke, Los Angeles, will open the Wednesday morning session. 
The president’s address, “Elective Prostatectomy,” will precede 
the Ramon Guiteras Lecture, “Biochemical Contributions to 
Urology,” by Sir Charles Dodds, professor of biochemistry, 
University of London, Wednesday afternoon. The president's 
cocktail party at 7 p. m. Wednesday will precede the banquet, 
which is scheduled for 8 p. m. The Thursday afternoon session 
will open with a panel discussion, “Surgical Treatment of Hydro- 
nephrosis,” moderated by Dr. W. Joseph McMartin, Omaha. 
On the opening day the paper, “The Significance of Renal Dis- 
placement,” by Dr. William J. Engel, Cleveland, will be discussed 
by Dr. Elmer Hess, Erie, Pa., President of the American Medical 
Association. 


Meetings on Tuberculosis——At the Hotel Statler, New York, 
May 20-25, the National Tuberculosis Association (Mr. Edward 
T. Fagan, Brooklyn, N. Y., president) will hold its 52nd annual 
meeting; the American Trudeau Society (Dr. H. Stuart Willis, 
Chapel Hill, N. C., president), its S5ist annual meeting; and the 
National Conference of Tuberculosis Workers (Mr. K. W. 
Grimley, Birmingham, Ala., president), its 44th annual meeting. 
The general session Thursday morning will hear “The Non- 
hospitalized Tuberculosis Patient,” a report of the findings of 
the U. S. Public Health Service study, presented by Dr. Robert J. 
Anderson, Washington, D. C., followed by a discussion of the 
implications for the various disciplines of tuberculosis control, 
in which Dr. Julius L. Wilson, Philadelphia, will speak for 
medical education, and Dr. Edward X. Mikol, Albany, N. Y., 
for tuberculosis control and hospital administration. At a joint 
medical, community action, and nursing session Monday, 3:45 
p. m., a panel, “When Is a Tuberculin Testing Program 
Feasible?” will be followed by panels on emphysema and on 
surgical collapse therapy. On Monday at 11:30 a. m. Dr. Neville 
C. Oswald, London, England, will discuss “Chronic Bronchitis: 
Some Clinical, Pathological, and Bacteriological Aspects.” The 
Amberson Lecture will be delivered Tuesday at il a. m. by 
Dr. James J. Waring, Denver. The joint medical and nursing 
session will present a panel on x-ray surveys Tuesday at 4:30 
p. m. At the same time there wili be a panel on environmental 
carcinogens in industrial diseases. Wednesday panels will include: 
Treatment of Tuberculosis: Hospital, Home, Clinic, presented 
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at a joint medical and nursing session, 11 a. m., and “Fungous 
Diseases” presented also at 11 a. m. At 4 p. m. there will be 
panels on “Host Factors in Antimicrobial Therapy” and “The 
Open Negative Case.” The program will also include the follow- 
ing lectures: 
Air Pollution of Cities, Leonard Greenburg, New York. 
Clinical Application of Measurements of Pulmonary Diffusing Capacity, 
Robert E. Forster, Philadelphia. 
Pathogenicity of Isoniazid-Resistant Tubercle Bacilli for the Rhesus 
Monkey, L. H. Schmidt, Ph.D., Cincinnati. 
Pulmonary Manifestations of Systemic Lupus Erythematosis, Philip A. 
Tumulty, Baltimore. 
Recent Virus Research in Relation to Pulmonary Disease, Harold S. 
Ginsberg, Cleveland. 


Society News.—The Great Lakes Physical Medicine and Re- 
habilitation Association will hold its first annual medical pro- 
gram meeting at the University of Buffalo School of Medicine, 
3435 Main St., Buffalo 14, on May 26, from 9 a. m. to 4 p. m. 
The program on “Study of the Hand” will be followed by a 
dinner for the members at the Park Lane Restaurant.——The 
Secretariat of the World Medical Association and United States 
Committee, Inc., moved on May 1 to 10 Columbus Circle, New 
York 19 (telephone: COlumbus 5-2190).——The annual meeting 
of the Association of Bone and Joint Surgeons was held in 
Minneapolis, March 22-24, under the presidency of Dr. Louis 
W. Breck, El Paso, Texas. The guest speaker, Dr. Walter P. 
Blount of Milwaukee, discussed “Short Leg Problems.” Other 
guest speakers were Drs. John H. Moe and Wallace H. Cole of 
Minneapolis. The Western Nephrosis Society, the Northern 
California affiliate of the National Nephrosis Foundation, is 
establishing a program whereby nephrotic children may receive 
the prednisone drugs at a greatly reduced cost. A blood bank 
reserve, established by the society, will provide free blood for 
children with nephrosis. The society, which meets at Children’s 
Hospital of the East Bay, Oakland, Calif., on the third Friday 
of each month, will welcome inquiries from members of the 
medical profession and parents of nephrotic children. Members 
of the society's speakers bureau will be glad to speak at any 
meeting and show the film, “Children with Nephrosis” (Pfizer), 
if desired—-—-The National Academy of Religion and Mental 
Health was recently organized, with Dr. Kenneth E. Appel, 
Philadelphia, as president. Dr. Appel is also president of the 
Joint Commission on Mental Illness and Health, founded by the 
American Medical Association and seven other national organi- 
zations. In a statement explaining the purposes of the new 
organization, Dr. Appel said: “The national academy will pro- 
vide opportunities for study in the relationships between religion, 
morality, and mental health. Because morality is an essential 
ingredient in personality development, morality is brought into 
direct relationships with clinical medicine. There is need to 
explore these relationships, particularly in the light of new 
developments in psychiatry, psychology, and the behavioral 
sciences.” The American Radium Society recently elected 
Dr. Norman A. McCormick, Windsor, Canada, president; Dr. 
Douglas J. Roberts, Hartford, Conn., president-elect; Dr. 
Franklin L. Payne, Philadelphia, first vice-president; Dr. George 
W. Waterman, Providence, R. I., second vice-president; Dr. © 
Theodore R. Miller, New York, secretary; and Dr. Jesshill Love, 
Louisville, Ky., treasurer.——The facilities and staff of the 
Merck Institute for Therapeutic Research have been about 
doubled by the addition of several research groups at West 
Point, Pa., which were formerly a part of the Sharp & Dohme 
Division of Merck & Co., Inc. The expanded organization will 
have a staff of over 300, more than half of whom are profession- 
ally trained, with 65 holding the M.D. or Ph.D. degree. Dr. L. 
Earle Arnow, formerly director of research of Sharp & Dohme, 
who has been elected executive director of the Merck Institute, 
will direct all the organization’s activities at its several locations. 
Dr. Hans Molitor, director of the institute since its founding in 
1933, has been appointed director of scientific relations of the 
Merck Sharp & Dohme Research Laboratories. He will be 
responsible for development of relations with investigators in the 
United States and abroad. Dr. Harry J. Robinson, formerly 
associate director of the institute, has been appointed director of 
the Rahway (N. J.) unit, and Dr. Karl H. Beyer, formerly head 
of pharmacological research at Sharp & Dohme, has been 
appointed director at the West Point unit. 
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FOREIGN 

Influenza.— According to the Communicable Disease Summary 
of the U. S. Public Health Service for the week ended March 31, 
1956, the World Health Organization, Geneva, states that the 
numbers of deaths from influenza and pneumonia reported to 
the Registrar-General of England have increased sharply. How- 
ever, clinical reports from most parts of the country suggest that 
mild influenzal illness declined during March. Serologic evidence 
of influenza A has been obtained in a large proportion of tests in 
cases of respiratory disease. 


Exhibit on Poliomyelitis—The Society to Combat Infantile 
Paralysis and the “Volkshilfe” Life Insurance Company AG of 
Berlin plan a public exhibit May 27 and continuing for two or 
three weeks on the premises of the insurance company, Wilmers- 
dorf, Rankestr. 20/21. The exhibit will be cosponsored by the 
German Association to Combat Infantile Paralysis (Dusseldorf) 
and by the German Hygiene Museum in K6ln. Scientific data 
will be concerned with (1) statistics regarding epidemics of 
infantile paralysis in Berlin and in Nordrhein-Westfalen; in all 
of Germany; in other countries; and in the world in general; 
(2) diagnosis; (3) therapy; (4) occupational and social rehabilita- 
tion; and (5) preventive measures and popular instruction on 
hygienic measures. Apparatus used as aids in respiration and 
orthopedic devices of all types will be shown, lectures will be 
given, and films will be exhibited. 


CORRECTION 


Error in Council’s Standards for Citrus Juices.—The statement, 
“It should conform to the definition and standard of identity of 
the Food and Drug Administration for grade A orange {or other 
fruit) juice . . .,” appearing in the Council on Foods and Nutri- 
tion’s standards for orange juice, grapefruit juice, orange-grape- 
fruit blends, tomato juice, and strained orange juice (THE 
JourNAL, April 28, page 1471) should read, “It should conform 
to the United States Standards for grade A orange (or other 
fruit) juice of the Agricultural Marketing Service, United States 
Department of Agriculture.” 


EXAMINATIONS 
AND LICENSURE 


NATIONAL BOARD OF MEDICAL EXAMINERS 

NATIONAL BOarRD oF MepicaL EXaMrNers: Various Centers. June 19-20 
(Parts I and Il); September 4-5 (Part 1). Candidates may file appli- 
cations at any time but they must be received at least six weeks 
before the date of the examination for which application is made. New 
candidates should apply by formal registration; registered candidates 
may notify the board, indicating desired location, date and candidate 
number. Ex. Sec., Dr. John P. Hubbard, 133 South 36th St, Phila- 
delphia 4. 


BOARDS OF MEDICAL EXAMINERS 

ALABAMA: Examination Montgomery, June 19-21. Sec., Dr. D. G. Gill, 
State Office Bidg., Montgomery, 

ARKANSAS:* Examination. Little Rock, June 14-15. Sec., Dr. Joe Verser, 
Harrisburg. 

CoLorapo:* Examination. Denver, June 12-13. Exec. Sec., Miss Beulah 
H. Hudgens, 831 Republic Bidg., Denver 2. 

DELAWARE: Examination. Dover, July 10-12. Reciprocity. Dover, July 19. 
Sec., Dr. Joseph S. McDaniel, 229 S. State St., Dover. 

FiLoripa:* Examination. Miami Beach, June 24-26. Sec., Dr. Homer L. 
Pearson, 901 N.W. 17th St., Miami 36 

Georcia: Examination and Reciprocity. Atlanta, June. 
L. Clifton, 111 State Capitol, Atlanta 3 

IpaHo: Examination, Reciprocity and Endorsement. Boise, July 9-11, 
Exec, Sec., Mr. Armand L. Bird, 364 Sonna Bldg., Boise. 

ILLinois: Examination and Reciprocity. Chicago, June 19-21 and Oct. 9-11. 
Supt. of Regis., Mr. Frederic B. Selcke, Capitol Building, Springfield. 

INDIANA: Examination. Indianapolis, June. Exec. Sec., Miss Ruth V. 
Kirk, 538 K. of P. Bldg., Indianapolis. 

lowa:* Examination, lowa City, June 11-13. Exec. Sec., Mr. Ronald V. 
Saf, 310 Bankers Trust Bldg., Des Moines. 

Kansas: Examination and Reciprocity. Kansas City, June 6-7. Sec., Dr. 
Lyle F. Schmaus, 872 New Brotherhood Bidg., Kansas City. 


Sec., Mr. Cecil 
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Kentucky: Examination, Louisville, June 4-6. Sec., Dr. Russell E. Teague, 
620 S. Third St., Louisville 2. 

Louisiana: Regular. Examination and Reciprocity. New Orleans, June 5-7. 
Dr. E. H. Lawson, 930 Hibernia Bank Bldg., New Orleans. Homeo- 
pathic. Subject to call. Sec., Dr. F. H. Hardenstein, 903 Pere Mar- 
quette Bidg., New Orleans 12. 


Maine: Examination and Reciprocity. Augusta, July 10-11. Sec., Dr. 
Adam P. Leighton, 192 State St., Portland. 
MARYLAND: Examination. Baltimore, June 19-22. Sec., Dr. Lewis P. 


Gundry, 1211 Cathedral St., Baltimore. oe 

Mary.anno: Homeopathic. Examination. Havre de Grace, June 25-27. Sec., 
Dr. Robert H. Reddick, R.D. 22, Cambridge. 

MASSACHUSETTS: Examination. Boston, July 10-13. Sec., Dr. Robert C. 
Cochrane, Room 37, State House, Boston. 

MICHIGAN:* Examination. Ann Arbor and Detroit, June 11-13. Sec., Dr. 
E. C. Swanson, 118 Stevens T. Mason Blidg., Lansing. 

Minnesota:* Examination and Reciprocity. Minneapolis, June 12-14. Sec., 
Dr. F. H. Magney, 230 Lowry Medical Arts Bidg., St. Paul 2. 

Mississippi: Examination. Jackson, June 25-26. Reciprocity. Jackson, June 
27. Asst. Sec., Dr. R. N. Whitfield, Old Capitol, Jackson. 

Missouri: Examination. St. Louis, May 30-31 and June 4-5. Exec. Sec., 
Mr. John A. Hailey, State Capitol Bidg., Box 4, Jefferson City. 

Nesaaska:* Examination. Omaha, June 18-20. Director, Bureau of Exam- 
ining Boards, Mr. Husted K. Watson, 1009 State Capitol Bldg., Lincoln, 

New Jersty: Examination. Trenton, June 19-22. Sec., Dr. Patrick H. 
Corrigan, 28 W. State St., Trenton. 

New Mexico:* Examination and Endorsement. Santa Fe, May 21-22. 
Sec., Dr. R. C. Derbyshire, 227 E. Palace Ave., Santa Fe. 

NortH Carouina: Examination. Raleigh, June 18-21, Sec., Dr. Joseph J. 
Combs, Professional Bldg., Raleigh. 

NortuH Daxora: Examination. Grand Forks, July 11-13. Reciprocity and 
Endorsement. Grand Forks, July 14. Sec., Dr. C. J. Glaspel, Grafton, 

Onto: Examination. Columbus, June 14-16. Sec., Dr. H. M. Platter, 21 
W. Broad St., Columbus. 

OxianomMa:* Examination. Oklahoma City, June 5-6. Sec., Dr. BE. F. 
Lester, 813 Braniff Bldg., Oklahoma City. 

OrEGON:* Examination. Portland, July 16-17. Ex. Sec., Mr. Howard I. 
Bobbitt, 609 Failing Bldg., Portland. 

PENNSYLVANIA: Examination. Philadelphia and Pittsburgh, July 9-12. Act- 
ing Sec., Mrs. Margaret G. Steiner, Box 911, Harrisburg. 

SoutH Caroiina: Examination. Columbia, June 25-26. Sec., Mr. N. B. 
Heyward, 1329 Blanding St., Columbia. 

Soutn Dakota:* Examination. Custer, July 17-19. Sec., Mr. John C, 
Foster, 300 First National Bank Blidg., Sioux Falls. 

Texas:* Examination and Reciprocity. Fort Worth, June 18-20. Sec., 
Dr. M. H. Crabb, 1714 Medical Arts Bidg., Fort Worth 2. 

Uran: Examination. Salt Lake City, July 11-13. Director, Mr. Frank E. 
Lees, 324 State Capitol Bidg., Salt Lake City 1. 

Vermont: Examination. Burlington, June 13-15. Sec., Dr. F. J. Lawliss, 
Richford. 

VirGiniA: Reciprocity. Richmond, June 13. Examination. Richmond, June 
14-16. Ad 
Roanoke. 


WASHINGTON:* Endorsement. Seattle, July 15. Examination, Seattle, July 


16-18. Sec., Mr. Edward C, Dohm, Olympia. 

WEsT VIRGINIA: Examination. Charleston, July. Reciprocity. 
N. H. Dyer, State Office Bldg. No. 3, Charleston. 

WISCONSIN:* Reciprocity, Madison, Spring; Reciprocity and Examination. 
Milwaukee, July 10-12. Sec., Dr. Thomas W. Tormey, Jr., 1140 State 
Office Bidg., Madison. 

WrominG: Examination and Reciprocity. Cheyenne, June 4. Sec., Dr. 
Franklin D. Yoder, State Office Bldg., Cheyenne. 

ALASKA:* On application in Anchorage, Fairbanks, Juneau and other 
towns. Sec., Dr. W. M. Whitehead, 172 South Franklin St., Juneau. 

Hawai: Examination. Honolulu, July 9-10. Sec., Dr. I. L. Tilden, 1020 
Kapiolani St., Honolulu. 


Sec., Dr. 


VirGIN ISLANDS: Examination and Endorsement. 
13-14. Sec., Dr. Earle M. Rice, St. Thomas. 

BOARDS OF EXAMINERS IN THE BASIC SCIENCES 

Fioripa: Examination, Miami, June 9, Sec., Mr. M. W. Emmel, Box 340, 
Gainesville. 

OreEGON: Examination. Portland, June 2, Sept. 8 and Dec. 1. 
M. Pallett, Sec., State Board of Higher Education, Eugene. 

SoutH Dakota: Examination. Vermillion, June 8-9. Sec., Dr. Gregg M. 
Evans, 310 E. 15th St., Yankton. 

WASHINGTON: Reciprocity. Seattle, July 10. Examination. Seattle, July 
11-12. Sec., Mr. Edward C. Dohm, Olympia. 

WISCONSIN: Examination. Milwaukee, June 2. Final date for filing appli- 
cation was Mar. 30. Madison, Sept. 21. Final date for filing application 
is Sept. 13. Sec., Dr. W. H. Barber, 621 Ransom St., Ripon. 

ALASKA: Examination and Reciprocity. Anchorage and Juneau, first week 
of February, April, June, August and November. Sec., Dr. C. Earl 
Albrecht, Box 1931, Juneau. 


Charlotte Amalie, June 


Dr. Earl 


*Basic Science Certificate required. 


dress, Board of Medical Examiners, 631 First St., S.W., 
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Nurses’ Training in Korea.-—Since August, 1948, when the ROK 
Army Nurse Corps was activated, more than 800 young women 
have been trained and commissioned through a program of on- 
the-job training in military and civilian medical institutions 
throughout Korea. Girls may enter nurses’ training in civilian 
institutions under a commitment to serve three years as a com- 
missioned nurse on completion of training. 


The training of nurses in civilian institutions is carried on to 
supplement the number of graduates from the Army Nurse 
Training School at Masan. A few basic differences exist in the 
training given ROK Army nurses: girls attending civilian insti- 
tutions receive three years’ training at that institution and after- 
ward a four-week course in basic army medical training at the 
Masan school before receiving a commission; those whom the 
army trains at Masan are commissioned after six months and 
receive only two years of instruction. The extra year of training 
in civilian institutions qualifies these nurses to deliver children, 
a privilege not extended graduates of the army school. 


A student nurse takes the pulse of a young patient while Chief Nurse 
Lieut. Col. Kim Eun Soon and her advisor, Major Estelle Travers, watch 
carefully. 


Plans to increase the training capacity of civilian institutions 
are being put into operation. The ROK Army, which pays all 
the expenses of training future nurses in this manner, will soon 
be able to admit 360 more student nurses to civilian hospitals 
and medical schools. 

To date, 25 nurses have received additional training outside 
of Korea. Currently four commissioned nurses are training in 
Hawaii, four at the Brooke Army Medical Center in Texas, and 
17 in other medical schools and army centers in United States. 

The United States Army provides an advisor, Major Estelle 
Travers, a member of the United States Military Advisory Group, 
who is on hand to advise the chief of nurses in nurse training 
and other aspects of handling more than 400 women who serve 
their country as an army nurse. 


Medical Skills Qualify Specialists for Reserve Program.—Draft- 

‘eligible men skilled in a medical specialty may qualify for the 
special Army Reserve program announced recently by the 
Secretary of the Army, it was pointed out April 16 by the 
surgeon general of the Army. 

Under the provisions of this plan, men classified as 1-A for 
military duty and qualified to serve in a medical specialty may 
fulfill their active service obligation by performing six months 
of active duty. Thereafter they will be free of any further military 
training demands as long as they remain engaged or employed 
in critical civilian occupations peculiar to the Army Medical 
Service. 

The skills needed by the Army in national emergencies to care 
for the health of the troops are expected to account for a large 
percentage of the men coming under the Army program. The 
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Department of Labor has compiled a list of occupational spe- 
cialties in which the Army has requirements or a primary in- 
terest. They include pharmacy, physiology, plant pathology, 
biochemistry, chemistry, entomology, parasitology, nursing, 
physical therapy, occupational therapy, dentistry, veterinary 
medicine, bacteriology, psychology, and psychiatric social work. 

Selection of an individual for the special reserve program is 
made by Selective Service, which certifies him to the Army as 
being eligible for enlistment in the ready reserve of the Army 
for an eight-year period. 

After completion of six months’ active duty, these enlistees 
will be transferred to the stand-by reserve for the remainder of 
the eight years unless they elect to remain in the ready reserve 
or unless they have a critical military skill for which a require- 
ment in the ready reserve exists. 

The six months’ active duty will include two months of basic 
combat training and four months in assignments utilizing their 
special skills. Those becoming members of the stand-by reserve 
will be relieved of further peacetime military training, provided 
they continue in a critical defense-supporting activity. In the 
event of the discontinuance of such activity, an individual will 
be reassigned to the ready reserve, if so qualified, and be required 
to participate in unit training. Failure to perform satisfactorily 
in the ready reserve may cause such an individual to be subject 
to induction into active service. 

This new program is said to be of particular interest to 
hospitals and allied medical activities, as careers in those fields 
may be pursued with a minimal military interruption, thus en- 
abling both the employer and the specialist to make long-range 
plans, 


Personal.—Lieut. Col. Charles V. Snurkowski, M. C., has been’ 
retired from active duty after 27 years’ service. Colonel Snur- 
kowski, who has been chief of the medical division at the 
Brooklyn Terminal for the last three years, will continue as 
chief of the medical division in a civilian capacity. 


NAVY 


Dedication of Records Center.—Representatives of the Bureau 
of Medicine and Surgery attended the dedication of the new 
16-million-dollar Department of Defense Military Personnel 
Records Center, in St. Louis, April 17. The center will be the 
records depository for individual military records of Army, 
Navy, Air Force, and Marine Corps personnel. The main 
structure is a six-story, reinforced concrete building occupying 
the equivalent of three city blocks, Among other facilities it 
will contain a mail room equipped to handle a daily volume 
greater than that of the average first-class city post office. 

Personnel, health, and medical records of the Navy and 
Marine Corps, presently maintained and serviced at tiie Naval 
Records Management Center, Garden City, Long Island, N. Y., 
and the records of former Army and Air Force personnel, 
currently being administered at the Army's Military Personnel 
Records Center, St. Louis, are being moved to the new facility. 
When consolidation is completed, approximately 35 million 
such records will be maintained and serviced at the personnel 
records center. 


Reservist Training.—Naval reservists, officer or enlisted, whose 
summer residence is not in the vicinity of their parent unit and 
other reservists whose occupation requires seasonal absence from 
their parent unit may now be temporarily assigned to more con- 
veniently located units. These assignments may be made without 
regard to the authorized allowance of such units. 


VETERANS ADMINISTRATION 


Participants in All Wars.—Based on a Veterans Administration 
survey as of Dec. 31, 1955, following is a breakdown by war 
showing the number of participants, number of deaths in service, 
estimated number of living veterans, and their average age. 
During the Korean conflict period, there were 6,807,000 par- 
ticipants (includes 1,476,000 who served both in World War Il 
and during Korean conflict period); 54,000 deaths in service; 
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4,346,000 living veterans (includes 843,000 who served both 
in World War II and during Korean conflict period); average age 
27 years. During World War Il, there were 16,535,000 par- 
ticipants (includes 1,476,000 who served in World War II and 
during Korean conflict period); 409,000 deaths in service; 
15,391,000 living veterans (includes 843,000 who served both in 
World War II and during Korean conflict period); 36% years. 
During World War I, there were 4,744,000 participants; 131,000 
deaths in service: 3,105,000 living veterans; 62 years. During 
the Spanish-American War, there were 392,000 participants; 
11,000 deaths in service; 68,000 living veterans; 78% years. 
During the Indian Wars, there were 106,000 participants; 1,000 
deaths in service; 176 living veterans; 89 years. The Veterans 
Administration said 31,800,000 persons participated in all wars, 
including the Revolutionary War. 


Research Laboratories in Neuropsychiatry.—The Veterans Ad- 
ministration Research Laboratories in Neuropsychiatry, being 
organized under the direction of Dr. Amedeo S. Marrazzi at 
the Veterans Administration Hospital, Leech Farm Road, Pitts- 
burgh, announces the following appointments: Dr. E. Ross 
Hart, former chief of the neurology branch at Army Chemical 
Center, Md., as chief of the division of neurophysiology and 
neuropharmacology; Dr. Melvyn I. Gluckman, instructor in 
pharmacology, Jefferson Medical College, Philadelphia, as senior 
neuropharmacologist; and Victor H. Cohn Jr., formerly a 
member of the neurology branch at Army Chemical Center, 
Md., as junior neuropharmacologist, 


Personal.— Dr. William K. Freeman, manager, Veterans Admin- 
istration Hospital, Downey, Ill., has been transferred to the 
same position at the VA hospital in Tuscaloosa, Ala., succeeding 
Dr. Arthur H. Mountford who retired on March 31. Dr. William 
K. Bourke, chief of psychiatry and neurology at the VA area 
medical office, St. Paul, replaces Dr. Freeman as manager of 
the Downey hospital———_Dr. William B. Tucker, chief, medical 
service, VA Hospital, Durham, N. C., has been appointed director 
of the tuberculosis service in the Department of Medicine and 
Surgery at Washington, D. C. Dr. Tucker, whose appointment 
will become effective Sept. 1, 1956, will succeed Dr. John B. 
Barnwell, recently appointed assistant chief medical director for 
research and education in the VA Department of Medicine and 
Surgery. During February Dr. Louis B. Newman, chief, 
physical medicine and rehabilitation service, Veterans Admin- 
istration Research Hospital, Chicago, gave a series of lectures to 
the Honolulu County Medical Society, at Tripler General Hos- 
pital, and to the staff of the VA regional office in Honolulu on 
“Physical Medicine and Rehabilitation and Its Role in the Total 
Medical Management of the Disabled.” Dr. John B. Barn- 
well has been appointed assistant chief medical director for 
research and education in the Department of Medicine and Sur- 
gery, the Veterans Administration, Washington, D. C. He suc- 
ceeds Dr. George M. Lyon. Dr. Leon L. Rackow, director of 
professional services at the Veterans Administration Hospital, 
Montrose, N. Y., has been appointed manager of the 1,965 bed 
hospital for the care of neuropsychiatric patients, succeeding the 
late Dr. Richard L. Harris. Dr. Arthur J. Klippen, director, 
professional services, Veterans Administration Hospital, Ann 
Arbor, Mich., has been named to direct the operations of VA’s 
101 outpatient clinics throughout the country, succeeding Dr. 
Halbert H. Earp as deputy director of clinics in the VA Depart- 
ment of Medicine and Surgery in Washington, D. C. Dr. Earp 
has been appointed chief medical officer of the VA regional office 
clinic in Pass-A-Grille, Fla. 


PUBLIC HEALTH SERVICE 


of Traineeships in Neurology.—The National Institute 
of Neurological Diseases and Blindness, U. S. Public Health 
Service, has initiated a program of special clinical traineeships 
for those who have completed residency training in a medical 
specialty and desire further training for careers as clinical investi- 
gators and educators in fields of neurological and sensory dis- 
_ orders. The purpose of the special clinical traineeship program is 
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to encourage selected physicians to take additional specialized 
training in order to increase the number of trained academic 
personnel for teaching and clinical research in the many aspects 
of neurological and sensory disorders. Awards will be made to 
those with the required background of residency training in 
neurology, neuropathology, ophthalmology, otolaryngology, 
pediatrics, obstetrics, and internal medicine who have demon- 
strated an interest and potential for teaching and investigative 
careers, 
Applications may be made for training at any appropriate 
institution in this country or abroad. Information and application 
forms may be secured from the Chief, Extramural Programs, 
National Institute of Neurological Diseases and Blindness, 
National Institutes of Health, Bethesda 14, Md. 


Research Grants.—The Public Health Service awarded 3,036 
research grants totaling $36,522,408 in the six months ending 
Jan. 1, 1956, from funds appropriated to the National Institutes 
of Health at Bethesda, Md. The grants will aid research in 
medical schools, hospitals, and other nonfederal institutions 
throughout the couniry. These grants support research on all 
major diseases and in basic sciences related to medicine. In- 
stitutions receiving the grants number 350 and are located in 
46 states, the District of Columbia, 2 territories, and 7 foreign 
countries. 

Of the 3,036 grants, 634 were awarded for the first time. The 
remaining 2,402 were continuation grants, supporting studies 
that had received similar funds during the previous year. The 
awards were made after recommendations of the national ad- 
visory councils at meetings in Bethesda during March, June, and 
October, 1955. Information on the activated grants, such as 
name of investigator, institution, and amount of support, may 
be obtained from Office of Medical Research Information, 
National Institutes of Health, Bethesda 14, Md. 


More Reserve Officers Appointed.—The Public Health Service 
announced April 15 the appointment of 101 physicians, nurses, 
sanitary engineers, and pharmacists to the inactive reserve 
component of its commissioned officer corps. These officers are 
among the most recent of the nation’s professional health spe- 
cialists to be appointed under the service’s program to expand 
its commissioned reserve by organizing and training personnel 
throughout the United States and its territories for emergency 
duty in times of national crisis. These officers are held in reserve 
for emergency service and trained to serve in critical situations 
affecting the health and well-being of large numbers of people. 
They will be called out principally to reinforce the staffs of 
official state and local health agencies and to augment the 
Public Health Service operating staff. 


Dr. Smadel Made Associate Director.—Dr. Joseph E. Smadel 
has assumed the post of associate director of the National 
Institutes of Health, U. S. Public Health Service. In this position 
he is broadly responsible for coordination of the laboratory and 
clinical investigation programs conducted by the seven medical 
research institutes at Bethesda, Md. Dr. Smadel was previously. 
director of the division of communicable diseases and chief of 
the department of virus and rickettsial diseases, Walter Reed 
Army Institute of Research. Dr. Smadel’s new position was 
formerly held by Dr. James A. Shannon, now the director of 
the National Institutes of Health. 


Dr. Scheele Reappointed Surgeon General.—Dr. Leonard A. 
Scheele was sworn in April 16 for his third term as surgeon 
general of the U. S. Public Health Service. Secretary Marion B. 
Folsom administered the oath of office in a ceremony at the 
Department of Health, Education, and Welfare. Dr. Scheele, 
who has been surgeon general since 1948, is the seventh person 
to hold the office since it was created in 1870. His entire 
professional career has been spent in the Public Health Service. 


Personal.—Dr. Robert J. Huebner has been appointed chief of 
the Laboratory of Infectious Diseases, National Institute of 
Allergy. and. Infectious Diseases, succeeding Dr. Dorland J. 
Davis, who was recently named associate director of the institute. 
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Davis, Nathan Smith III © Chicago; born in Chicago June 25, 
1889; Rush Medical College, Chicago, 1913; from 1915 to 1920 
on the faculty of his alma mater; since 1955 associate professor 
of medicine emeritus at Northwestern University Medical 
School, where he joined the faculty in 1921 as associate in 
medicine, in 1928 became assistant professor of medicine, and 
in 1953 associate professor of medicine; president 1939-1940 
of the Chicago Medical Society, of which he was secretary from 
1929 to 1931; president of the Chicago Academy of Science since 
1938; member of the American Society for the Study of Arterio- 
sclerosis, American Gerontological Society, American Geriatric 
Society, American Heart Association, Chicago Heart Association, 
Central Society for Clinical Research, Chicago Society of 
Internal Medicine, Chicago Society for Medical History, 
- American Association for the Advancement of Science, Ameri- 
can Therapeutic Society, Mississippi Valley Medical Society, 
Geographic Society of Chicago, of which he was president from 
1941 to 1943, and the Nu Sigma Nu; fellow of the American 
College of Physicians; life member of the Art Institute of 
Chicago, and associate member of the Field Museum of Natural 
History; lieutenant in the Illinois National Guard during its 
active duty on the Mexican border in 1916; captain in the 
medical corps of the U. S. Army during World War I; member 
of the Illinois State Planning Commission from 1933 to 1941; 
specialist certified by the American Board of Internal Medicine; 
formerly medical columnist for the Chicago Sun Times; served 
on the staff of the Wesley Memorial Hospital, where he died 
April 20, aged 66, of coronary occlusion. Dr. Davis was a 
grandson of Dr. Nathaz: Smith Davis, founder of the American 
Medical Association. 


Kendricks, Edward James ® Brig. Gen., M. C., U. S. Air Force, 
Alpena, Mich.; born in Alpena May 27, 1897; Northwestern 
University Medical School, Chicago, 1922; after an internship 
at Harper Hospital, Detroit, practiced in Detroit until 1930, 
when he entered the Army Medical Corps as a first lieutenant; 
in August, 1934, entered the School of Aviation Medicine at 
Randolph Field, Texas, and, on graduation, became a ward 
officer at Langley Field, Va., where during the following two 
and a half years he served as attending surgeon, group surgeon, 
and wing surgeon, successively; in July, 1937, returned to the 
School of Aviation Medicine as chief of the department of neuro- 
psychiatry; in January, 1942, was assigned to the medical section, 
office of the chief of air corps, Washington, D. C.; went to Cairo, 
Egypt, in October, 1942, as surgeon of the 376th Bomb Group, 
and, in August, 1943, became surgeon of the Ninth Air Force 
there, serving throughout the North African and European 
campaigns; in May, 1946, appointed chief of the Aero-Medical 
Laboratory at Wright-Patterson Air Force Base, Dayton, Ohio; 
later appointed director of staffing and education, office of the 
Surgeon General of the Air Force; became commandant of the 
U. S. Air Force School of Aviation Medicine, Randolph Air 
Force Base, Texas, in May, 1953; was awarded the Legion of 
Merit with one Oak Leaf Cluster, the Bronze Star, the Soldier’s 
Medal, the French Legion of Honor, and the Croix de Guerre 
with palms of Belgium, France, and Luxembourg; fellow of 
the Aero Medical Association; one of the founder group certified 
in aviation medicine by the American Board of Preventive 
Medicine; died in his quarters at Randolph Air Force Base, 
Texas, Feb. 17, aged 58, of myocardial infarction. 


Timme, Walter, Cold Spring, N. Y.; born Feb. 24, 1874: 
Columbia University College of Physicians and Surgeons, New 
York City, 1897; veteran of World War I; did postgraduate 
work in Berlin, Munich, and Paris; specialist certified by the 
American Board of Psychiatry and Neurology; member of 
the Association for the Study of Internal Secretions, of which 
he was president in 1923-1924; trustee and past-president of 
the Association for Research in Nervous and Mental Disease; 
past-president of the New York Endocrine Society; in 1922-1923 


@ Indicates Member of the American Medical Association. 


chairman of the Section on Nervous and Mental Diseases of 
the American Medical Association, of which he was an associate 
member: fellow of the New York Academy of Medicine; member 
of the American Neurological Association and the American 
Psychosomatic Society; past-president of the Alumni Association 
of the Coliege of the City of New York; formerly professor 
of clinical neurology at his aima mater; director of the neuro- 
endocrinology department and for many years senior attending 
neurologist at the Neurological Institute in New York City, 
where he was at One time associated with the Vanderbilt Clinic; 
author of “Lectures on Endocrinology”; in November, 1943, 
received the Townsend Harris medal, the citation accompanying 
the award acknowledging his contributions to the field of 
endocrinology, in which he was credited with being a pioneer, 
and recognizing his contribution to the art and science of healing 
as “teacher, hospital consultant and specialist in practice”; died 
in St. Anthony’s Hospital, St. Petersburg, Fla., Feb. 12, aged 81, 
of arteriosclerotic heart disease. 


De Jong, Herman Holland, Osawatomie, Kan.; born in Sneek, 
Holland, May 1, 1895; Universiteit van Amsterdam Geneeskunde 
Faculteit, Netherlands, Amsterdam, 1918; interned at the 
Amsterdam University Hospital and a resident at the Aurich 
University Hospital; held teaching positions at his alma mater, 
Duke University School of Medicine in Durham, N. C., and 
Johns Hopkins University School of Medicine in Baltimore; 
served as special consultant to the U. S. Public Health Service; 
specialist certified by the American Board of Psychiatry and 
Neurology; awarded the Ramaes medal for the best work over 
a five-year period by the Netherlands Society of Neurology and 
Psychiatry and the Herpin de Geneve prize of the University 
of Paris; for nine years received a grant from the Rockefeller 
Foundation to support his research in psychiatry; member of 
the American Psychiatric Association; formerly associated with 
the Veterans Administration Hospital in Van Nuys, Calif., and 
the New York State Psychiatric Institute in New York City; 
director of research and education at the Osawatomie State 
Hospital, where he died Feb. 16, aged 60, of ventricular fibrilla- 
tion and coronary thrombosis. 


Friedman, Reuben ® Philadelphia; born Dec. 14, 1892; Temple 
University School of Medicine, Philadelphia, 1916; professor of 
clinical dermatology at his alma mater; specialist certified by 
the American Board of Dermatology and Syphilology; member 
of the American Academy of Dermatology and Syphilology; 
past-president of the Philadelphia Dermatological Society and 
the Temple University Medical Alumni Association; fellow of 
the College of Physicians of Philadelphia; corresponding member 
of medical societies in Italy and Cuba; author of “The Emperor's 
Itch,” “A History of Dermatology in Philadelphia,” “The Story 
of Scabies,” and others; consultant at the Skin and Cancer 
Hospital, where he was chairman of the medical board; on the 
staff of the Temple University Hospital, where he died Feb. 4, 
aged 63, of acute myocardial infarction. 


McGrath, Edward John Gleeson ® Cincinnati; born in Detroit 
Oct. 29, 1906; University of Cincinnati College of Medicine, 
1933; associate dean and associate professor of surgery (thoracic) 
at his alma mater; specialist certified by the American Board 
of Surgery; member of the American College of Chest Physi- 
cians, Cincinnati Academy of Medicine, American Trudeau 
Society, Society of University Surgeons, and the American 
Association of Thoracic Surgery; fellow of the American College 
of Surgeons; member of the city board of health; on the staffs 
of the Bethesda Hospital, Dunham Hospital, Good Samaritan 
Hospital, Cincinna.i General Hospital, Jewish Hospital, and the 
Christian R. Holmes Hospital, where he died Jan. 19, aged 49, 
of dissecting aneurysm. 

Bradford, Henry Colmore ® Colonel, U. S. Army, retired, Falls 
Church, Va.; born in Norfolk, Va., Dec. 28, 1885; University 
College of Medicine, Richmond, 1908; interned at St. Vincent’s 
Hospital in Norfolk; at one time associated with the U. S, 


‘256 DEATHS 


Public Health Service; entered the regular Army as a first 
lieutenant in 1916; served on the Mexican Border, in France, 
and Hawaii, and at posts throughout the United States; his 
last tour of duty, before his retirement from active service in 
January, 1944, was at Camp Wheeler, Ga.; health officer of 
Fairfax County from 1946 to 1950; died in the Walter Reed 
Army Hospital, Washington, D. C., Jan. 5, aged 70, of coronary 
thrombosis. 


Adams, ’J.. Earl, Boyle, Miss.; Vanderbilt University School of 
Medicine, Nashville, Tenn., 1908; past-president of the Clarks- 
dale and Six Counties Medical Association; served as a member 
of the board of aldermen of Boyle; for many years physician 
for the Illinois Central Railroad; died in King’s Daughters’ 
Hospital in Greenville Feb. 29, aged 71, of arteriosclerotic heart 
disease. 


Ahronheim, Charles, Jackson, Mich.; Friedrich-Wilhelms- 
Universitat Medizinische Fakultaét, Berlin, Prussia, Germany, 
1901; a medical officer in the German Army during World 
War I; died in the W. A. Foote Memorial Hospital March 20, 
aged 80, of cerebral hemorrhage. 


Barickman, Robert Irving ® Streator, Ill.; University of Illinois 
College of Medicine, Chicago, 1916; for many years plant 
physician for the Streator division of the Owens-Illinois Glass 
Company; member of the American Academy of General 
Practice; on the staff of St. Mary’s Hospital; died March 9, 
aged 65, of coronary thrombosis. 


Bartlett, Bernice Amabel, Bradford, Mass.; Boston University 
School of Medicine, 1911; formerly employec in research at 
Boston Psychopathic Hospital; served on the staff of the Hale 
Hospital, Haverhill, where she died Jan. 21, aged 67, of cardio- 
renal disease. 


Bartlett, Charles William © Tampa, Fla.; University of Tennessee 
College of Medicine, Memphis, 1924; past-president of the Hills- 
borough County Medical Society; once city health officer and 
county health officer; veteran of World War I; member of the 
state board of medical examiners; on the staffs of the Tampa 
Municipal Hospital and St. Joseph’s Hospital, where he died 
March 1, aged 56, of myocardial infarction and coronary throm- 
bosis. 

Best, John A., Mexico, Mo.; Barnes Medical College, St. Louis, 
1899; died in Audrain County Hospital, Mexico, Feb. 24, aged 
83, of chronic myocarditis and coronary insufficiency. 


Bowers, Theodore Ellis © Charleston, S. C.; Medical College 
of the State of South Carolina, Charleston, 1919; member of 
the Southeastern Surgical Congress; fellow of the American 
College of Surgeons; past-president of the Medical Society of 
South Carolina; formerly on the faculty of his alma mater; 
served on the staffs of Roper Hospital, Baker Memorial Sana- 
torium, and St. Francis Xavier Hospital, where he was chief 
of staff for six years and where he died Feb. 19, aged. 59, of 
acute myocardial infarction. 


Branch, George Lay, Catskill, N. Y.; Albany (N. Y.) Medical 
College, 1904; member of the Medical Society of the State of 
New York and the American Academy of General Practice; 
served on the board of education; first president of the medical 
staff of the Memorial Hospital of Greene County; on the board 
of directors of the Catskill Savings and Tanners National banks; 
died in the Albany (N. Y.) Hospital March 6, aged 80, of arterio- 
sclerotic heart disease with myocardial infarct. 


Brewer, Thomas Hency, Columbus, Ga.; Meharry Medical 
College, Nashville, Tenn., 1920; was shot and killed Feb. 18, 
aged 63. 


Burch, Reuben Nathaniel ® Miami, Fla.; Birmingham Medical 
College, 1910; past-president of the Dade County Medical 
Association; served during World War I; on the Selective 
Service Board during World War II; from 1932 through 1944 
chief of obstetrics at Jackson Memorial Hospital, where he 
served as chief of staff in 1925, and was on the staffs of Victoria 
and Mercy hospitals; died Jan. 7, aged 72, of uremia. 

Canfield, Herbert Howe © Granger, Wash.; Kansas City (Mo.) 
Medical College, 1893; formerly practiced in Seattle, where he 
served on the staff of the Virginia Mason Hospital; died Feb. 28, 
aged 86 


J.A.M.A,, May 19, 1956 


Carr, Eugene Morrison, Asheville, N. C.; Johns Hopkins 
University School of Medicine, Baltimore, 1919; on the staffs 
of the Memorial Mission and St. Joseph hospitals and the Ashton 
Park Hospital, where he died March 7, aged 64, of coronary 
thrombosis. 


Carter, George Herbert, Huntington, N. Y.; College of Physi- 
cians and Surgeons, medical department of Columbia College, 


New York City, 1892; an associate member of the American wot 


Medical Association; consulting physician at the Kings Park 
(N. Y.) State Hospital; served as chief of staff of the Huntington 
Hospital; died March 1, aged 86, of arteriosclerotic heart disease. 


Coats, Charles Clinton @ Joplin, Mo.; Ensworth Medical 
College, St. Joseph, 1909; veteran of the Spanish-American War 
and World War I; for many years city physician; died in the 
Veterans: Administration Hospital, Fayetteville, Ark., March 2, 
aged 78, of myocardial infarction. 


Coffee, Willie Peter, Fitzgerald, Ga.; Emory University (Ga.) 
School of Medicine, 1914; died Feb. 7, aged 68, of cerebral 
accident, hypertension, and arteriosclerosis. 


Cole, Bid Cooper, Norborne, Mo.; National University of Arts 
and Sciences Medical Department, St. Louis, 1915; died in the 
Atwood Hospital, Carrollton, Feb. 29, aged 66, of brain tumor. 


Collison, Dana W. ® Columbus, Ohio; College of Physicians 
and Surgeons, Baltimore, 1886; member of the Columbus 
Academy of Medicine; formerly associated with the Indian 
Service and the U. S. Public Health Service; served as a physician 
for the Ohio State Penitentiary; died Feb. 6, aged 99, of cerebral 
arteriosclerosis. 


Colp, Edward Adams ® Robbinsdale, Minn.; Tufts College 
Medical School, Boston, 1928; interned at the St. John’s Hospital 
in St. Paul; served during World War II; formerly on the staff 
of St. Barnabas Hospital, Minneapolis; died while vacationing 
on the gulf coast aboard the S. S. Monarch of the Seas Feb. 10, 
aged 54, of coronary occlusion. 


Coslett, Floyd, Pompano Beach, Fla.; Baylor University College 
of Medicine, Dallas, Texas, 1921; at one time superintendent 
of the South Dakota State Sanatorium for Tuberculosis, Sanator; 
died in the Holy Cross Hospital, Fort Lauderdale, Jan. 3, aged 
66, of cerebral hemorrhage and hypertension. 


Davis, Edwin A., Charleston, W. Va.; University College of 
Medicine, Richmond, 1899; member of the American Academy 
of General Practice; an associate member of the American 
Medical Association; served on the staff of the Charleston 
General Hospital; died March 8, aged 78, of cerebrovascular 
accident. 


Davis, George W., Katonah, N. Y.; University of Buffalo School 
of Medicine, 1891; an associate member of the American 
Medical Association; an honorary member of the ° gs of the 
Oneida City (N. Y.) Hospital; served on the staff of Community 
Memorial Hospital in Hamilton; died Jan. 24, aged 90, of 
carcinoma of the gastrointestinal tract. 


Ferguson, Oscar Wallace ® Mattoon, Iil.; Bellevue Hospital 
Medical College, New York City, 1881; died Nov. 26, aged 96, 


Foster, Elden Harkness H. ® Vancouver, Wash.; Atlanta College 
of Physicians and Surgeons, 1902; served during World Wars I 
and II; for many years manager of the Veterans Administration 
Hospital, where he died Nov. 6, aged 74, of arteriosclerotic heart 
disease. 

Gilbert, Charles Harold, Weymouth, Mass.; College of Physi- 
cians and Surgeons, Boston, 1914; died in the Quincy (Mass.) 
Hospital Jan. 28, aged 78, of arteriosclerotic heart disease. 


Graham, Charles Fox © Wytheville, Va.; Medical College of 
Virginia, Richmond, 1916; member of the American Psychiatric 
Hospital; on the staff of the Chitwood Memorial Clinic Hospital 
and the Wytheville Hospital; served during World War I; died 
Feb. 22, aged 64, of injuries received when the automobile in 
which he was driving was struck by a train. 


Greene, Lindley Murray, Whittier, Calif.; Miami Medical 
College, Cincinnati, 1882; for many years a trustee of the 
Whittier College; died March 7, aged 102. 
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Gunn, James Hairston ® Dayton, Ohio; Howard University 
College of Medicine, Washington, D. C., 1922; aged 68; was shot 
and killed by an unknown assailant while watching television in 
his home March 4. 


Guthrie, Joseph Arthur ® Huntington, W. Va.; College of Physi- 
cians and Surgeons, Baltimore, 1903; member of the Inter- 
national College of Surgeons; past-president of the Cabell 
County Medical Society; first president of the West Virginia 
Hospital Association; established in 1912 the Guthrie Hospital, 
where he died Feb. 26, aged 77, of coronary occlusion. 


Herrmann, Nicholas Anton ® Harrisburg, I/1.; Loyola University 


School of Medicine, Chicago, 1921; member of the American 
Academy of General Practice; president of the Saline County 
Medical Society; formerly member of the city council; on the 
staff of the Lightner Hospital; died near Lake Wales, Fie., 
Feb. 28, aged 59, of injuries received in an automobile accident. 


Hobby, Alfred M., Dallas, Texas (licensed by years of practice); 
veteran of the Spanish-American War; medical examiner for 
North Dallas County draft board during World War 1; died 
Feb. 26, aged 81, of acute cardiac decompensation. 


Hopkins, Ralph Harrison © Boston; Boston University School 
of Medicine, 1915; professor emeritus of ophthalmology at his 
alma mater; specialist certified by the American Board of 
Ophthalmology; member of the American Academy of Ophthal- 
mology and Otolaryngology; fellow of the American College 
of Surgeons; served on the staff of the Cape Cod Hospital in 
Hyannis, Mass., and as chief ophthalmic surgeon of the Massa- 
chusetts Memorial Hospital; died in the Norwalk (Conn.) 
Hospital Feb. 29, aged 64. 


Hughes, Joseph Walter © Decatur, Ala.; Loyola University 
School of Medicine, Chicago, 1916; on the staff of the Decatur 
General Hospital; died in Hartselle Feb. 5, aged 66, of a heart 
attack. 


Humphrey, William Otho, Kansas City; Mo.; Hospital College 
of Medicine, Louisville, 1898; Kentucky University Medical 
Department, Louisville, 1899; associate member of the 
American Medical Association; member of the Kentucky State 
Medical Association; served on the faculty of his alma mater; 
for many years practiced in Louisville, Ky.; died in Kansas City, 
Kan., Feb. 23, aged 81, of cerebrovascular accident and general- 
ized arteriosclerosis. 


Jones, Clifford Marion ® Whiting, Ind.; Indiana University 
School of Medicine, Indianapolis, 1923; member of the American 
Academy of General Practice; veteran of World War I; once 
served on the board of health of Whiting; at one time deputy 
coroner of Whiting; on the staff of St. Margaret’s Hospital in 
Hammond and St. Catherine Hospital in East Chicago; died 
Feb. 16, aged 62, of arteriosclerotic heart disease. 


Jones, Latimer Porter, Pennsboro, W. Va.; College of Physicians 
and Surgeons, Baltimore, 1908; an associate member of the 
American Medical Association; member of the American 
Academy of General Practice; veteran of World War I; served 
as secretary of the Parkersburg Academy of Medicine; formerly 
health officer of Ritchie County; on the staffs of the St. Mary’s 
Hospital in Clarksburg and St. Joseph’s Hospital in Parkersburg; 
died March 13, aged 71, of lymphatic leukemia. 


Judah, Joseph Stillson ® Seattle; Medical College of Indiana, 
ladianapolis, 1905; associated with the Group Health Hospital, 
where he died Feb. 18, aged 74, of pneumonia. 


Khuon, Edwin, Cincinnati; Medical College of Ohio, Cincinnati, 
1893; member of the Academy of Medicine of Cincinnati; also 
a graduate in pharmacy; died Feb. 27, aged 86, of hypostatic 
pneumonia and fractured pelvis received in a fall. 


Lamb, Robert Scott ® Washington, D. C.; Howard University 
College of Medicine, Washington, D. C., 1898; specialist certified 
by the American Board of Ophthalmology; member of the 
American Academy of Ophthalmology and Oto-Laryngology and 
the American Ophthalmological Society; fellow of the American 
College of Surgeons; associated with the Gallinger Municipal, 
Doctors, and Central Dispensary and Emergency hospitals; con- 


sultant at the Eastern Dispensary and Casualty Hospital; died 
March 4, aged 79. 
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Lee, Kenelm J., Minneapolis; Johns Hopkins University School 
of Medicine, Baltimore, 1904; died in the Minneapolis General 
Hospital Feb. 18, aged 77, of cancer of the lung and pneumonia. 


Luttrell, Walter MceM. ® Knoxville, Tenn.; Georgetown Univer- 
sity School of Medicine, Washington, D. C., 1893; for many 
years on the staff of the Knoxville General Hospital, where he 
died Feb. 11, aged 88. 


McAlister, Roy Scott # Louisville, Ky.; University of Louisville 
School of Medicine, 1943; interned at the Indiana University 
Medical Center in Indianapolis; formerly a resident at St. 
Vincent's Hospital in Indianapolis; served during World War II; 
died Feb. 7, aged 38, of coronary occlusion. 


McGarvah, Arthur William ® Detroit; University of Toronto 
Faculty of Medicine, Toronto, Canada, 1922; member of the 
American Academy of General Practice; served during World 
War I; on the staffs of the Sinai Hospital, Mount Carmel Mercy 
Hespital, and the Woman’s Hospital, where he died Feb. 17, 
aged 62, of cardiac infarction. 


Machamer, Roswell Flower ® Tiffin, Ohio; Western Reserve 
University School of Medicine, Cleveland, 1920; member of the 
American Academy of General Practice; formerly a member 
of the city board of health; trustee of the Heidelberg College; 
director of the Chamber of Commerce; member of the active 
medical staff and executive board of the Mercy Hospital, where 
he died Feb. 28, aged 66, of acute yellow atrophy of the liver. 


Mcliihenny, Robert Campbell ® Conway Springs, Kan.; Univer- 
sity of Kansas School of Medicine, Kansas City, Kan., 1923; 
served during World War 1; died in Tucson, Ariz., Feb. 9, 
aged 61, of coronary occlusion and arteriosclerosis. 


McKenney, Rosanna Norbertine ® Winnetka, Ill; Loyola 
University School of Medicine, Chicago, 1922; member of the 
American Academy of General Practice; interned at the Mercy 
Hospital in Wilkes-Barre; served as examining physician at the 
New Trier High School; died March 25, aged 59, of arterio- 
sclerotic myocarditis. 


Mitchell, Augustus John ® Newark, N. J:; New York University 
Medical College,’ New: York City, 1897; fellow of the American 
College of Surgeons; past-president of the Essex County Medical 
Society; for many years police surgeon; on the staff of the St. 
James Hospital; consultant at the Newark City Hospital; died 
Feb. 10, aged 88. 


Mocdy, John Roy ® Erwin, Tenn.; Vanderbilt University 
School of Medicine, Nashville, 1923; veteran of World War I; 
member of the American Academy of General Practice and the 
Industrial Medical Association; served as mayor and alderman; 
on the staff of the Unicoi County Memorial Hospital, where he 
died Feb. 27, aged 60, of coronary thrombosis. 


Moore, Albert W. @ Aurora, Ill; College of Physicians and 
Surgeons of Chicago, 1893; served on the staff of St. Charles 
Hospital; died Feb. 8, aged 94, of myocardial degeneration. 


Merrow, Bert Leon @ Salina, Okla.; Memphis (Tenn.) Hospital 
Medical College, 1911; charter member, Grand Valley Hospital 
in Pryor; died in Charlottesville, Va., Feb. 12, aged 70, of 
reticulum cell sarcoma. 


Mueller, Otto Henry, Burbank, Calif.; Harvard Medical School, 
Boston, 1910; veteran of World War I; died in the Veterans 
Administration Hospital, West Los Angeles, Jan. 29, aged 75, 
of adenocarcinoma of the cecum and generalized metastases. 


Mullins, Randle Murrle, Detroit; University of Louisville (Ky.) 
School of Medicine, 1954; interned at the District of Columbia 
General Hospital in Washington, D. C.; resident at the Henry 
Ford Hospital; accidentally drowned Feb. 5, aged 28. 


Murrah, Thomas Andrew II] © Rock Hill, S. C.; Medical College 
of the State of South Carolina, Charleston, 1943; interned at 
the Charlotte Memorial Hospital in Charlotte, N. C., where he 
served a residency; specialist certified by the American Board 
of Radiology; member of the Radiological Society of North 
America; served during World War II; died Dec. 22, aged 36, 
in an automobile accident. 


Pate, Jasper Ned, Arkadelphia, Ark.; University of Arkansas 
School of Medicine, Little Rock, 1912; died in Little Rock 
Feb. 2, aged 69, of bronchopneumonia. 
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Potek, David M. ® Cambridge, Minn.; University of Minnesota 
Medical School, Minneapolis, 1934; interned at St. Mary’s 
Hospital in Duluth, Minn.; formerly a resident at Glen Lake 
Sanatorium in Oak Terrace; served during World War II; 
member of the American Trudeau Society; on the staff of the 
Cambridge State School and Hospital; died Jan. 11, aged 51, 
of coronary occlusion. 


Reich, Paul Derr ® Jonestown, Pa.; Medico-Chirurgical College 
of Philadelphia, 1908; served as deputy county coroner; on the 
staff of the Lebanon (Pa.) Sanatorium; president and for many 
years director of the Jonestown Bank and Trust Company; died 
Feb. 28, aged 71, of coronary thrombosis. 


Rendtorff, Walter ® Allegan, Mich.; Denver and Gross College 
of Medicine, 1903; formerly associated with the Indian Service; 
member of the Illinois State Medical Society; died in the Allegan 
Health Center March 15, aged 76, of cerebral hemorrhage. 


Reynolds, Arthur Justus ® Flint, Mich.; University of Michigan 
Homeopathic Medical School, Ann Arbor, 1903; served during 
World War I; at one time health officer; on the staffs of the 
Women’s and Hurley hospitals, and St. Joseph Hospital, where 
he died Feb. 26, aged 75, of arteriosclerotic heart disease. 


Richardson, Frederick Stuart, Oakland, Calif.; University of 
Minnesota Medical School, Minneapolis, 1923; served during 
World War Il; member of the Association of Military Surgeons 
of the United States; died Feb. 29, aged 62. 


Rieger, Karl Benedict # Freeport, Ill.; Loyola University School 
of Medicine, Chicago, 1919; on the staffs of the Deaconess and 
St. Francis hospitals; died March 20, aged 60, of acute coronary 
occlusion, 


Rivera Aponte, Pedro Amado, Syracuse, N. Y.; Loyola Univer- 
sity School of Medicine, Chicago, 1917; served during World 
Wars I and II; associated with the Veterans Administration; died 
in St. Joseph’s Hospital Dec. 9, aged 62. 


~ Ronne, George Emil ® Pawtucket, R. I.; Harvard Medical 
- School, Boston, 1918; past-president of the Pawtucket Medical 
- Society; on the staffs of the Providence (R. I.) Lying-In Hospital 
‘and the Memorial Hospital; died Feb. 23, aged 64, of coronary 
occlusion. 


Ross, Marshall Ellis ® New York City; Howard University 
College of Medicine, Washington, D. C., 1922; associate gyne- 
cologist at Harlem Hospital and Mount Morris Park Hospital, 
where he died Dec. 26, aged 60, of hypertensive heart disease 
and nephrosclerosis. 


Ruedy, Robert Eugene, Newbury, Ohio; Western Reserve 
University Medical Department, Cleveland, 1893; for many 
years member of the Cleveland Heights Council; died Feb. 11, 
aged 87, of arteriosclerosis. 


Sanders, Atticus Samuel, Clarkesville, Ga.; Emory University 
(Ga.) School of Medicine, 192i; served during World Wars I 
and Il; formerly practiced in Atlanta, where he was on the 
staffs of the Georgia Baptist, Crawford W. Long Memorial, and 
Grady Memorial hospitals; died Feb. 14, aged 57, of coronary 
thrombosis. 


Schlegel, Edward Henry ® Fort Wayne, Ind.; Rush Medical 
College, Chicago, 1917; member of the International College 
of Surgeons; served in France during World War 1; for 25 years 
member of the board of the Irene Byron Sanatorium; member 
of the Lutheran Hospital staff; an associate member of Park- 
view Memorial Hospital and St. Joseph Hospital staff; died 
Feb. 15, aged 63. 


Scott, Joseph Thompson, Jr. ® New Orleans; Tulane University 
School of Medicine, New Orleans, 1927; member of the Inter- 
national College of Surgeons and the Industrial Medical 
Association; died in the Ochsner Foundation Hospital Feb. 23, 
aged 52. 


Scott, Raymond Ewell, Shell Beach, Calif.; American Medical 
College, St. Louis, 1910; fellow of the American College of 
Physicians; veteran of World Wars I and II; served in the regular 
Army for many years; formerly manager of the Veterans 
Administration Hospital in Outwood, Ky.; awarded the Legion 
of Merit by both the United States and Great Britain, and the 
Croix de Guerre by France for his work in Tunisia; died Jan. 16, 
aged 65. 


J.A.M.A.,, May 19, 1956 é 


Sears, Charles Edward, Salem, Va.; University College of 
Medicine, Richmond, 1899; died in the Veterans Administration 
Hospital, Roanoke, Feb. 16, aged 80, of bronchopneumonia and 
arteriosclerotic cardiovascular disease. 


Sebastian, John Walter, Washington, D. C.; Howard University 
College of Medicine, Washington, 1942; interned at Homer G. 
Phillips Hospital in St. Louis; at one time on the faculty of his 
alma mater; on the staff of the Freedmen’s Hospital, where he 
died March 29, aged 39, of cerebral and gastrointestinal hemor- 
rhage and cirrhosis of the liver. 

Seilheimer, Frederick, Buffalo; Albany (N. Y.) Medical College, 
1907; an associate member of the American Medical Associ- 
ation; served as school physician for Pine Hill School 25; died 
Feb. 22, aged 77, of acute coronary occlusion. 


‘Sheeran, Vincent John @ Jersey City, N. J.; Georgetown 


University School of Medicine, Washington, D. C., 1930; served 
during World War II; on the staffs of the Jersey City Medical 
Center, St. Francis’ Hospital, and the Margaret Hague Maternity 
Hospital; died in Miami Beach, Fla., March 5, aged 50, of a 
heart attack. 


Smith, Clifton Henry ® Belle Air Beach, Fla.; University of 
Vermont College of Medicine, Burlington, 1908; for many years 
associated with the Veterans Administration in various cities; 
retired manager of the Veterans Administration Hospital in 
Indianapolis; died Feb. 3, aged 70, of acute myocardial 
infarction. 


Snyder, Frederick Davis, Jr., Bridgeton, N. J.; Hahnemann 
Medical College and Hospital of Philadelphia, 1952; an associate 
member of the American Medical Association; certified by the 
National Board of Medical Examiners; member of the Industrial 
Medical Association; died in the Veterans Administration 
Hospital, Philadelphia, March 7, aged 28, of carcinoma of the 
brain. 


Solomon, Milton Lloyd @ Baltimore; University of Maryland 
School of Medicine and College of Physicians and Surgeons, 
Baltimore, 1929; interned at the Kings County Hospital in 
Brooklyn, N. Y.; died Feb. 14, aged 52, of coronary thrombosis. 


Spencer, Frederick Hallett ® Waverly, N. Y.; Columbia Univer- 
sity College of Physicians and Surgeons, New York City, 1899; 
served during World War 1; for many years associated with the 
Robert Packer Hospital, where he died Feb. 9, aged 79. 


Squire, Charles Albert ® Sheboygan, Wis.; the Hahnemann 
Medical College and Hospital, Chicago, 1905; one of the 
founders of the Sheboygan Clinic; served on the staff of St. 
Nicholas Hospital and the Sheboygan Memorial Hospital, where 
he died Feb. 17, aged 81, of a cerebral vascular accident. 


Staubitz, Herbert Frederick Frank © Omaha; University of 
Nebraska College of Medicine, Omaha, 1932; served during 
World War II and was awarded the Bronze Star; on the staffs 
of the Bishop Clarkson Memorial Hospital, Nebraska Methodist 
Hospital, Lutheran Hospital, and Children’s Memorial Hospital; 
died Feb. 27, aged 48. 


Stephens, Bhurrell Anderson @ Lineville, Ala.; Medical College 
of Alabama, Mobile, 1892; past-president of the Clay County 
Medical Society; served as county health officer; died in the Clay 
County Hospital, Ashland, March 5, aged 86, of ventricular 
fibrillation and uremia, 


Stewart, James Lincoln © Spearfish, S. D.; College of Physicians 
and Surgeons of Chicago, 1893; member of the House of 
Delegates of the American Medical Association in 1902; past- 
president of the South Dakota State Medical Association; 
served on the staff of the Homestake Hospital in Lead, where 
he died Jan. 30, aged 90, of arteriosclerosis. 


Still, Richard Perrie ® La Grange Park, Ill.; University of 
Illinois College of Medicine, Chicago, 1950; interned at the 
West Suburban Hospital in Oak Park, where he served a 
residency; on the staffs of the McNeal Memorial Hospital in 
Berwyn; member and vice-president of the staff, Community 
Memorial General Hospital in La Grange; died April 2, aged 33. 
Stone, Charles Edward, Bedford, Ind.; Kentucky University 
Medical Department, Louisville, 1904; veteran of World War I; 
died in the Veterans Administration Hospital, Indianapolis, 
Feb. 8, aged 76, of a hip fracture. 
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Stone, George Washington, Ardmore, Okla.; Vanderbilt Univer- 
sity School of Medicine, Nashville, Tenn., 1901; died in Sherman, 
Texas, Feb. 20, aged 93. 


Stoneman, Madison Ullin, Pomona, Calif.; Western Pennsyl- 
vania Medical College, Pittsburgh, 1905; served as public health 
Officer; died Feb. 15, aged 84. 


Stovall, Leonard @ Los Angeles; University of California 
Medical School, San Francisco, 1912; veteran of World War I; 
member of the American Trudeau Society; served on the staff 
of the Los Angeles County General Hospital; died in the Good 
Samaritan Hospital Feb. 18, aged 68. 


Swanton, Lafayette F., Edenville, Mich.; Columbus Medical 
College, 1891; formerly practiced in Traverse City, where he 
was formerly mayor, and served on the staffs of the Boardman 
Valley, James Decker Munson, and Traverse City State 
hospitals; died Feb. 22, aged 87, of a heart attack. 


Symington, John @ Carthage, N. C.; Baltimore Medical College, 
1902; member of the American Academy of General Practice; 
served as Moore County health officer; died Jan. 22, aged 85, 
of cerebral hemorrhage and arteriosclerasis. 


Taylor, John Henry, Tulsa, Okla.; American Medical College, 
St. Louis, 1907; died in St. John’s Hospital March 4, aged 75, 
of cancer. 


Ten Eyck, Peter Campbell, Syracuse, N. Y.; Syracuse University 
College of Medicine, 1897; an associate member of the American 
Medical Association; served as health officer; associated with 
the Crouse Irving Hospital, where he died Feb. 29, aged 85, 
of gangrene of the left lower extremity and atherosclerosis. 


Thayer, Joseph Orth © Indianapolis; Indiana University School 
of Medicine, Indianapolis, 1917; served during World War I; 
worked for the Veterans Administration regional office; died in 
the Robert Long Hospital Feb. 22, aged 70, of arteriosclerotic 
heart disease. 


Thompson, Chariton, Tuskegee, Ala.; Atlanta College of Physi- 
cians and Surgeons, 1899; died in the Macon County Hospital 
March 1, aged 81, of heart disease. 


Walker, George Robinette, Chattanooga, Tenn.; Chattanooga 
Medical College, 1910; died Feb. 25, aged 73, of cancer. 


Warlow, Margaret Ann, Mullica Hill, N. J.; Woman’s Medical 
College of Pennsylvania, Philadelphia, 1902; served on the 
faculty of her alma mater; formerly on the staff of the Woman’s 
Hospital; died Feb. 13, aged 83, of cerebral hemorrhage. 


Warnock, G Carl © Youngstown, Ohio; Jefferson Medical 
College of Philadelphia, 1911; for many years medical examiner 
for the Metropolitan Life Insurance Company; died March 4, 
aged 72. 


Weaver, Charles Alexander, Greensburg, Ind.; University of 
Louisville (Ky.) Medical Department, 1907; died Dec. 22, aged 
84, of cerebral thrombosis and arteriosclerosis. 


Weaver, William Amy, Jr. ® Tamaqua, Pa.; Jefferson Medical 
College of Philadelphia, 1913; served on the staffs of the Coal- 
dale (Pa.) Hospital and the Pottsville (Pa.) Hospital; died in the 
Allentown (Pa.) General Hospital Feb. 27, aged 67, of uremia. 


Webb, Leslie Richard, Sr. © Springfield, Mo.; Drake University 
College of Medicine, Des Moines, 1909; specialist certified by 
the American Board of Internal Medicine; fellow of the 
American College of Physicians; member of the National Gastro- 
enterological Association; member of the city zoning and plan- 
ning commission; on the staff of the Burge Hospital, where he 
died Feb. 29, aged 72, of acute interstitial nephritis. 


Welbourn, Oclasco Carlo, Encino, Calif.; Eclectic Medical 


Institute, Cincinnati, 1891; died March 6, aged 85, of heart 
disease. 


Weltmer, Silas Woodson ® Asheville, N. C.; St. Louis University 
School of Medicine, 1921; served as superintendent of the Spring 
Grove State Hospital in Catonsville, Md.; died in St. Joseph's 
Hospital Jan. 21, aged 73, of coronary occlusion. 


West, Carroll Mulkey ® Atlanta, Ga.; Emory University (Ga.) 
School of Medicine, 1916; served during World War I; director 
of the venereal disease clinic, Fulton County Health Department; 
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at one time associated with the city health department; on the 
staff of the Crawford W. Long Memorial Hospital; died Feb. 18, 
aged 60, of coronary thrombosis. 


White, Arthur Marion @ Hartselle, Ala.; Birmingham Medical 
College, 1909; died March 3, aged 76. 


White, Perry Eugene, Clio, Mich.; Northwestern Dalia 
Medical School, Chicago, 1908; died Feb. 28, aged 7 


Wieczorek, Ladislaus P. ® Chicago; Chicago College of Medicine 
and Surgery, 1915; died March 22, aged 72, when he was struck 
by an automobile as he was crossing the street. 


Wilkins, Samuel A., Sr. ® Atlanta, Ga.; Kentucky University 
Medical Department, Louisville, 1902; member of the Medical 
Society of the State of North Carolina; at one time practiced 
in Dallas, N. C., where he was mayor; served as a member of 
the North Carolina State Legislature; formerly on the staffs of 
the Gaston Memorial and Garrison General hospitals in Gas- 
tonia, N. C.; died Feb. 17, aged 79, of bronchopneumonia and 
rheumatic and arteriosclerotic heart disease. 


Williams, C. H., Eldorado, Ark. (licensed in Arkansas, year 
unknown); died Nov. 10, aged 78 


Williams, Edward C. ® Downs, Ill. (licensed in Illinois in 1899); 
past-president of the McLean County Medical Society; from 
1941 to 1947 examining physician for the Selective Service 
System; on the staff of the Mennonite Hospital and honorary 
member of St. Joseph Hospital staff in Bloomington, where he 
died Feb. 3. aged 81, of coronary artery disease. 


Williams, Sherman, Denver; Georgetown University School of 
Medicine, Washington, DC. C., 1898; an associate member of 
the American Medical Association; past-president of the state 
board of health; formerly city bacteriologist and coroner of the 
city and county of Denver; staff member of St. Luke’s, Chil- 
dren’s, and Mercy hospitals until his retirement; died Feb. 17, 
aged 82, of bronchopneumonia. 


Wills, Charles Edward ® Washington, Ga.; Columbia University 
College of Physicians and Surgeons, New York City, 1916; 
member of the Southeastern Surgical Congress; fellow of the 
International College of Surgeons; for many years director of 
the Washington General Hospital, where he died March 4, aged 
64, of injuries received when struck by a truck. 


Wilson, Harry C. ® Warriors Mark, Pa.; College of Physicians 
and Surgeons, Baltimore, 1908; past-president of the Hunting- 
don County Board of School Directors Association; served his 
community as a school director for many years; died in the 
Tyrone (Pa.) Hospital Feb. 1, aged 76, of benign prostatic 
hypertrophy with urinary obstruction and diabetes mellitus. 


Wilson, John Miller © Pasadena, Calif.; College of Physicians 
and Surgeons of Chicago, School of Medicine of the University 
of Illinois, 1902; served as president of the Pasadena branch of 
the Los Angeles County Medical Society; associated with Collis 
P. and Howard Huntington Memorial Hospital; died Feb. 23, 
aged 86, of coronary disease, 


Wolfe, Alfred Martin ® San Luis Obispo, Calif.; University of 
Colorado School of Medicine, Denver, 1929; specialist certified 
by the American Board of Internal Medicine; fellow of the 
American College of Physicians; member of the American Heart 
Association; secretary-treasurer of the San Luis Obispo County 
Medical Society; served during World War II; on the staff of 
the French Clinic and Hospital; formerly practiced in Denver, 
where he was on the active staff of Denver General Hospital; 
died March 6, aged 51, of coronary occlusion. 


Wonder, John Duncan © Dayton, Ohio; Pulte Medical College, 
Homeopathic, Cincinnati, 1905; member of the Radiological 
Society of North America; served during World War I; died 
in the Miami Valley Hospital March 2, aged 75. 


Wray, William Edgar © Campbell, Minn.; College of Physicians. 
and Surgeons of Chicago, School of Medicine of the University 

of Illinois, 1897; honorary staff member of St. Francis Hospital, 

Breckenridge, where he died Feb. 25, aged 81, of — 

heart disease. 


Wyatt, Z. White, Weirton, W. Va.; Medical College of Virginia, 
Richmond, 1913; died March 30, aged 71, of heart disease. 


\ 


J.A.M.A., May 19, 1956 


FOREIGN LETTERS 


DENMARK 


Cancer of the Cervix.—With a population of only 4 million 
persons, Denmark has about 600 new cases of cancer of the 
uterine cervix every year, not to mention 300 yearly deaths from 
this condition. With radiological treatment there is now a five- 
year survival rate of 40 to 50% for all such patients and of 60 to 
70% for all the patients treated in the first stage in whom the dis- 
ease is limited from the outset to the cervix. To discover whether 
the outlook for these patients is appreciably better now than it 
was a few decades ago, Dr. Finn Lundwall (Ugeskrift for leger, 
March 1, 1956) studied a series of 1,000 patients treated in the 
period 1951-1954 and has compared it with Truelsen’s series for 
the period 1922-1937 and Nielsen’s series of 1,000 patients treated 
in the period 1931-1935. One of the most striking differences 
noted is that the frequency of contact hemorrhage as the first 
symptom has risen from 5 to 28%. This difference may be more 
apparent than real and may reflect the greater candor with which 
the problems of sex are now discussed. There seems to have been 
little change in the length of the interval between the appearance 
of the first symptom and the seeking of medical advice, but the 
interval between the first medical examination and treatment has 
been shortened. There seems to be no immediate prospect of 
bettering these results. 


BCG Vaccination.—Dr. E. Groth-Petersen in Nordisk medicin 
(55:26, 1956) urges that mass BCG vaccination be maintained 
despite a low incidence of tuberculosis because in 1954 one new 
infectious case was found for every 3,300 inhabitants. This means 
that both children and adults may still contract tuberculosis under 
ambulatory conditions from unknown sources of infection. About 
90% of the tuberculin-negative school children in Copenhagen 
and about 97% in the provinces have voluntarily submitted to 
BCG vaccination. Serious accidents occur in only one per 1.3 
million persons vaccinated. 


FRANCE 


Tetany, Periostitis, and Hypocalcemia.—R. Debré and his co- 
workers stated at a meeting of the Pediatric Society that there 
has been found to exist in early infancy a type of tetany 
beginning in the first few months of life and accompanied by a 
progressive periostitis that makes the femurs and tibias appear 
twice normal size. A state of relapsing hypocalcemia establishes 
itself despite the administration of calcium and vitamin D. This 
tetany differs from the tetany of rickets by its radiological find- 
ings and from neonatal tetany in that it is not transitory. It is 
not due to inability to absorb calcium, but more likely to para- 
thyroid insufficiency. It is not necessarily accompanied by the 
abnormal morphology and mental retardation described in 
certain types of chronic idiopathic tetany and in pseudohypopara- 
thyroidism, The condition should be considered in determining 
the cause of hypocalcemic convulsions in childhood. 


Bronchography in Children.—J. Lefévre, at the same meeting, 
described the technique and results of over 350 bronchographic 
studies in 282 children 8 months to 16 years old. Lipiodol bron- 
chography with local anesthesia is completely harmless if the pa- 
tient is properly prepared and a liposoluble and sulfonilamide- 
treated preparation is used. The procedure is useful in bronchial 
dilatation due to congenital malformations, bronchiectasis sec- 
ondary to respiratory traci infections, primary tuberculosis, and 
diffuse chronic bronchitis of children. There were no accidents 
in this series. 


The items in these letters are contributed by regular correspondents in 
_ the various foreign countries. 


Methenamine in Allergy.—At the same meeting, J.-L. de Gennes 
and his co-workers said that they had used methenamine in the 


treatment of 24 patients with various allergic diseases. In seven” 


patients with eczema caused by streptomycin, itching was 
promptly relieved and in four the skin lesions were improved. 
Results were varied in the other eczemas. One patient with 
chronic urticaria was greatly benefited by the drug. The authors 
believe methenamine has a nonspecific anti-inflammatory effect. 


Prednisone in Allergic Dermatoses.—At the same meeting, 
E. Sidi and his co-workers stated that they had treated 25 
patients with chronic eczema or urticaria with prednisone. 
Initially doses of 20 to 30 mg. are given until the acute symp- 
toms disappear, after which the dose is reduced very gradually 
to the maintenance level of 5 to 15 mg. The commonest side- 
effects are moon face, moderate serum potassium depletion, 
constipation, and glycosuria with or without hyperglycemia. 
The immediate results are excellent, and long-term therapy 
seems to be easier to manage than when cortisone or cortico- 
tropin is used. 


Acetabular Protrusions.—A series of 46 patients with acetabular 
protrusion, some of whom were observed for over 10 years, was 
reported by Layani and Roeser (Semaine hép. Paris 32:531, 
1956). Pathologically, the condition is a condensing and eburnat- 
ing Osteosis originating from the acetabulum and remaining there, 
accompanied by a sclerosing and encircling capsulitis without 
patches of calcification. The femoral head, surrounded by an 
osteophytic collar at the point of union of the incrusted cartilage 
with the periosteum, remains intact in shape, contour, and tex- 
ture. Clinically, the condition is remarkable for its prevalence 
in females (94%) and its bilaterality (72%.) Being latent for a 
long time, it may be revealed by chance in the course of a sys- 
tematic examination even after the patient is 40 years old. After 
a long period of quiescence, it may progress rapidly or even 
violently, then lapse into a remission, allowing the patient to 
resume his normal activities. The disease is familial and may be 
aggravated at puberty, which suggests an endocrine factor. 


Liver in Cardiopathies.—Prof. E. S. Egeli (Semaine hép. Paris 
32:538, 1956) reported a study of the liver in 38 patients with 
cardiac disease. He found that the mechanical factor produces a. 
sclerosis of the vascular structures and reticular network anda _ 
thickening of the cell membrane. The necrosis thus induced is” 
followed by fibrosis. Sclerosis of the vascular structures and 
reticular network is the chief factor causing portal hypertension. 
Thus, the elevated hepatic tension readily extends to the portal 
vein through a system that has become rigid; consequently, portal 
hypertension may occur without hepatic fibrosis. When fibrosis 
develops later, this causes a further increase in the hypertension. 
A comparison of the results of biological tests and the degree of 
the structural changes does not show complete correlation. 


Continucus Epilepsy.—Hecaen and Dereux (Semaine hdp. Paris 
32:545, 1956) stated that continuous epilepsy, consisting of focal 
seizures and a hemiclonism between the crises, should not be 
considered myoclonus epilepsy, but rather as a form of focal 
epilepsy. This view is supported by the observation of transitional 
forms and a thorough study of certain patients with the disease. 
Although there are various causative factors, a centrolateral focus 
should be sought. The syndrome cannot, however, be ascribed 
exclusively to a cortical process. It originates from two different 
levels, not necessarily from two distinct lesions but from a cor- 
ticosubcortical process anatomically or at least functionally ex- 
tended, as the focal seizures are attributable to a cortical involve- 
ment and the myoclonia to a subcortical involvement. 


Allergy to Ricin.—J. Charpin and A. Zafiropoulo of Marseille 
reported a series of 50 patients with allergy to ricin to the 
French Society of Allergy. Four of the patients worked in an 
oilery and 2 for farmers who used oil cakes; 46 had no 
apparent contact with ricin, but in Marseille the prevailing wind 
blows the cake dust over a large portion of the city. The fat 
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industries treat ricin grains, separating the oil from the cake. 
Only the latter is dangerous. It contains a protein allergen that 
is thermostable and water-soluble. Extracts containing fat 
solvents give better results than mechanical extracts, resulting 
in an oil cake that is less fatty and therefore more dust-producing 
and more dangerous. Diagnosis of the condition is easy, for 
the response to testing is violent. 


sthma and Prednisone.—P. Vallery-Radot and his co-workers 
reported to the same meeting that they had treated 15 severely 
asthmatic patients with prednisone. Of these, 12 had to be 
hospitalized for status asthmaticus. Initial doses varied from 
25 to 60 mg. a day. In prolonged therapy, the maintenance 
doses were 15 or 20 mg. a day. All patients received great benefit. 
Disappearance of dyspnea was at least as rapid as with corti- 
cotropin or cortisone, but the remissions achieved lasted no 
longer. Besides being more potent than the other adrenocortical 
hormones, prednisone is better tolerated and more consistently 
effective. It should be reserved for severe cases of asthma be- 
cause it may cause untoward gastrointestinal effects. 


INDIA 

Empyema Due to Typhoid.—Gopinath and Thomas in the 
Journal of the Indian Medical Association (26:20 \Jan. 1} 1956) 
said that empyema rarely occurs during or after typhoid. They 
reported the case of an 18-year-old man, whose continuous fever 
was diagnosed as typhoid on the 12th day and who was given 
therapy with chloramphenicol, which was continued for 8 days. 
The fever subsided on the 21st day, only to rise again. Chlortetra- 
cycline was then given, but it did not affect the fever. A cough 
productive of mucopurulent sputum developed. This cough did 
not respond to penicillin and streptomycin. A roentgenogram of 
the chest showed an abscess in the upper lobe of the right lung. 
Deep x-ray treatment effected some improvement, but the symp- 
toms recurred with an increase in the cough and the production 
of 6 to 8 oz. of foul-smelling sputum per day. The patient failed 
to respond to different antibiotics and was admitted to the hos- 
pital. He was found to be undernourished, and clubbing of his 
fingers was noted. Another roentgenogram of his chest showed 
a huge pulmonary abscess, with a fluid level on the right side. 
A right pneumonectomy was performed after preliminary anti- 
biotic treatment. The whole lung was involved, and it was densely 
adherent to the chest wall. The pleural cavity became contamin- 
ated during the difficult dissection. An empyema of the right 
pleural cavity developed in the postoperative period. Aspiration 
of the pleural cavity yielded serosanguineous fluid. Culture of 
this fluid showed Salmonella typhosa. The patient was then given 
chloramphenicol, penicillin, and streptomycin, and rib resection 
and drainage of the empyema was carried out. The patient’s fever 
subsided. Thoracoplasty in stages was performed, and the patient 
improved gradually. This was the only patient from whom the 
authors recovered S. typhosa from the pleural cavity in over 100 
resections for pulmonary abscess. 


Tetracycline in Venereal Disease.—R. V. Rajam and his co- 
workers in Antiseptic (vol. 53, January, 1956) said that 110 
patients suffering from the various venereal diseases were treated 
with capsules containing tetracycline, sulfadiazine, sulfamera- 
zine, and sulfamethazine and intramuscular injections of tetra- 
cycline alone. Acute uncomplicated gonococcic urethritis re- 
sponded to 300 mg. of tetracycline given intramuscularly. One 
gram of the drug orally cured 88% of the patients with acute 
urethritis. By increasing the dose to 2 gm., a higher cure rate 
was obtained. When epididymitis complicated the disease, a dose 
of 4 gm. orally for four days, or 400 mg. intramuscularly daily 
for four days, constituted the minimal curative dose. Tetracycline 
was effective against the inguinal type of venereal lympho- 
granuloma, granuloma inguinale, and chancroid, when given by 
mouth. In the anorectal type of venereal lymphogranuloma, the 
inflammatory reaction subsided rapidly with treatment but the 
fibrosis remained unaffected. The combination of the drug with 
sulfonamides tended to cause a severe febrile reaction on the 
eighth or ninth day of treatment and hence is not recommended 
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for the treatment of any venereal disease except chancroid, the 
treatment of which is of short duration (six or seven days). The 
series included only four patients with early syphilis, but the 
results obtained with tetracycline were satisfactory. Two of these 
cases were associated with pregnancy, and the features worthy 
of note were cure of the maternal infection and the prevention 
of congenital syphilis in the infant. The immediate response in 
patients with nongonococcic urethritis and Reiter’s syndrome was 
also satisfactory. This drug is thus a useful adjunct in the treat- 
ment of venereal diseases. 


Health Education for Rural Areas.—The Minister of Health, 
while speaking at the opening of the Maternity and Child Health 
Project at Singur near Calcutta, emphasized the need for effective 
health education in rurai areas. To this end, a project is being 
run under the joint auspices of the union, the state governments, 
the United Nations International Children’s Emergency Fund, 
and the World Health Organization. Much of the ill health in 
rural areas is due to ignorance. Villagers should be made con- 
scious of health. The expansion of the Singur health center should 
not only provide improved curative, preventive, and social wel- 
fare services but should also help to raise the facilities for the 
field training of students in public health to a higher level. High 
priority has rightly been given to maternal and child health 
services. The center so far has not been able to provide proper 
confinement facilities to more than 25% of the expectant mothers 
in the area. Even so, the maternal and infant mortality rates are 
decreasing. The increase in the staff and other facilities should 
further help to reduce the mortality. The number of midwives 
available is also inadequate. A greater number of trained mid- 
wives could be made available only by an intensive training and 
service program. Another important aim of the center is to train 
students of public health. The All India Institute of Hygiene and 
Public Health has assumed the responsibility for this training. 
The Director of Health Services for West Bengal said that in the 
next five years 330 additional health centers would be established 
in his state. 


Carcinoma of the Appendix.—Reddy and Reddy in the /ndian 
Journal of Surgery (17:372 |Dec.] 1955) state that primary 
adenocarcinoma constitutes about 3% of the neoplasms of the 
appendix. A correct diagnosis of this neoplasm so far has never 
been made preoperatively. Diagnosis is always made by histo- 
logical examination of an incidentally removed appendix or at 
autopsy. A 50-year-old man was admitted to the hospital for 
discomfort in the abdomen of five months’ duration. He had also 
noticed a lump in the right iliac fossa. He had had occasional 
bouts of diarrhea not relieved by emetine. A firm mass with well-: 
defined margins was felt in the right iliac fossa. A barium enema 
revealed a lesion in the appendix. At operation, the appendix 
was found to be enlarged, thickened, and adherent. On opening 
the appendix after removal, a fleshy growth was seen at the base, 
the rest of the lumen being filled with mucopurulent material. 
Histological examination revealed an adenocarcinoma. Another 
man, aged 47 years, who complained of symptoms typical of a 
gastric ulcer was seen. In the course of a gastrojejunostomy the 
appendix was found to be hard and distended at its distal end. 
The lymph nodes of the mesoappendix were enlarged. Histo- 
logical examination revealed the presence of an adenocarcinoma, 
with metastases in the lymph nodes. 


Pulmonary Paragonimiasis——Nag and Ghosh in the Journal of 
the Indian Medical Association (26:52 (Jan. 16] 1956) said that 
infestation of the lung with Paragonimus westermani is common 
in the inhabitants of the Far East and is contracted from the 
ingestion of uncooked or partly cooked seafood. They observed 
two Chinese seamen with pulmonary paragonimiasis. Although 
both of them had visited endemic areas of the disease, they could 
have contracted the disease locally by eating crabs. They com- 
plained of cough productive of brown sputum, anorexia, and loss 
of weight. One also gave a history of hemoptysis and had slight 
clubbing of the fingers. Crepitations were present at the base of 
the lungs, more marked posteriorly. The sputum was mucopuru- 
lent, sticky, and brown, with a large number of red-brown 
granules. Microscopic examination showed pus cells, erythro- 
cytes, Charcot-Leyden crystals, eosinophils, and ova of P. wester- 
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mani. Roentgenograms showed opacities in the base of the lungs. 
After treatment with sulfonamides, emetine, and chlortetracy- 
cline, the patients showed some improvement. 


NETHERLANDS 


Electrophoretic Biliary Studies.—At a meeting of the Nether- 
lands Society of Gastroenterology, Dr. J. C. M. Verschure said 
that he used five different stains in making paper electrophoretic 
studies of human bile in order to visualize the proteins, lipids, 
bilirubins, bile acids, and cholesterol. This gave a rough de- 
termination of the quantitative composition of the bile. A 
macromolecular complex consisting of these five components 
appeared to prevail in the gallbiadder bile. This complex could 
not be found in about two-thirds of the hundreds of samples 
obtained through a biliary fistula. The ready solubility of this 
complex and the fact that it bears about 80% of the cholesterol 
suggests that it plays an important role in stabilizing the gall- 
bladder bile. In patients with cholecystitis, the complex was 
present only in a diminished concentration or was absent. This 
fact further emphasizes the possible role of the macromolecular 
complex in the prevention of gallstones. In all patients with 
an uncomplicated cholelithiasis, the complex was found to be 
present in a normal concentration. According to Dr. Verschure, 
this could be anticipated. Otherwise the gallstones would grow 
continuously, Instead, they remain constant in size over long 
periods and grow only under special conditions, such as periods 
of cholecystitis. 

The molecular weight of this complex was found to be at 
about 26,000. One particle of the complex contains in normal 
cases about 0.6 mol of bilirubin, 3.4 mol of cholesterol, 40 
mol of bile acids (desoxycholic and probably chenodesoxycholic 
acids), and 7.2 mol of lecithin. The protein molecule, which 
probably takes part in the complex, cannot have a larger 
molecular weight than 10,000. Examination of samples of bile 
in which the macromolecular complex was absent showed two 
distinct bands of bilirubin. The bilirubin of both bands gave a 
direct reaction with diazo reagent. Investigations were sub- 
sequently made on the significance of the complex for intestinal 
processes. It was shown that the complex is not at once released 
in the small intestine. 


Plummer-Vinson Syndrome.—At a meeting of the Netherlands 
Society of Otorhinology, Dr. R. Soelarjo said that Plummer- 
Vinson syndrome was frequently encountered in women in the 
menopause. These women complain of headache located just 
above or deep in the root of the nose, weakness, fatigue, mild 
dysphagia, and often of a sensation of nasal obstruction. Though 
in no instance was a manifest anemia found, in nearly all patients 
there appeared to be an iron deficieticy, which could be demon- 
strated by a pathological serum iron tolerance curve. A pro- 
longed course of iron administration always caused a disappear- 
ance of these symptoms, the clinical improvement moving paral- 
lel with the decline of the iron absorption curve. The cause of 
this syndrome was sought in iron deficiency secondary to profuse 
menstrual periods and severe menorrhagia during the meno- 
pause. Dr. Soelarjo was able to demonstrate the same symptom 
complex in a number of patients with a total gastrectomy. It also 
appears to exist in patients with chronic malaria. These patients 
differ from those with true Plummer-Vinson syndrome in that 
the latter have achlorhydria and a much more severe sideropenia, 
The term “sideropenic nasopharyngopathy” was suggested for 
the new syndrome. 


Resistance of Micrococcus Pyogenes Var. Aureus to Anti- 
biotics.—In an official report of the Netherlands Public Health 
Service, Dr. A. Manten expressed his anxiety about the increasing 
number of Micrococcus pyogenes var. aureus strains that resist 
the various antibiotics. Of the 235 strains investigated in 1954, 
69%, as compared with 75% in 1951, were resistant to penicil- 
lin; 38%, as compared with 23%, to streptomycin; 11%, as 
compared with 0%, to chloramphenicol; 22%, as compared to 
4%, to the tetracyclines; 2.1% to the relatively. new erythro- 
mycin; 1.3% to neomycin; and 2.6% to bacitracin. With the 


exception of penicillin, to which a high resistance had already 


been shown in 1951, the other antibiotics investigated in both 
years show a marked decrease in their bacteriostatic ability. 


J.A.M.A., May 19, 1956 


NORWAY 


Mass Radiography.—A report from the Norwegian Ministry of 
Health published in 1955 gives an account of its mass radiog- 
raphy program with special reference to the year 1952, when 
seven ambulatory mass radiography services (five on land and 
two on sea) were in operation. The task of these services was to 
carry out tuberculin tests, vaccinate the tuberculin-negative with 
BCG vaccine, and give everyone over the age of 14 a radio- 
graphic examination. The BCG vaccination was in the main 
confined to persons under the age of 40. The films were read 
by two experts working independently of each other, and the 
time lost by this dual control was more than compensated for 
by the enhanced reliability of the verdicts given. The frequency 
of abnormal changes in the lungs and pleura was about 10% 
greater for men than for women, and for both sexes it rose with 
age, in the case of men from 51 per 1,000 in the age group 15-19 
to 392 per 1,000 in the age group of over 70 years. Cardio- 
vascular abnormalities were much more frequent among women 
than among men, their frequency being 22 per 1,000 for the 
former and only 13.9 per 1,000 for the latter. Among the 308,153 
persons examined in 1952, destructive lesions of pulmonary 
tuberculosis were found in 417. In 259 of these the disease had 
hitherto been overlooked. Among the nontuberculous diseases 
discovered were inirathoracic tumors in 77 patients, Boeck’s 
sarcoid in 59, silicosis in 76, and cardiovascular disease in 431. 
More than 75% of the cases of cardiovascular disease had al- 
ready been recognized as such, and in this group only 92 persons 
had hitherto passed as fit, but, of the 77 patients with tumors, 
in 42 the conditions were diagnosed for the first time. Of the 
persons who were radiologically examined in 1952, 30,534 had 
previously received BCG vaccine. As was to be expected, changes 
in the lungs and pleura were comparatively rare in this group, 
with only 16 instances per 1,000 men examined; whereas such 
changes occurred in 43 per 1,000 for all included in the examina- 
tion. Of those who received BCG vaccine, destructive tuberculous 
lesions were found in only seven. The frequency with which 
lymphadenitis followed BCG vaccination varied greatly in reports 
of different observers, one of whom found this complication to 
be about eight times more frequent than all the other observers 
combined. Much of this difference was, however, largely due to 
variations in personal opinions on the degree of reaction. 


Decrease in the Death Rate.—Prof. Axel Strém in Tidsskrift for 
den norske legeforening for Feb. 1, 1956, offers statistical proof 
of a “fantastic fall” in Norway's death rate in the course of 20 
years. His observations pertain to the periods 1929-1932 and 
1949-1952. In the first of these periods, the death rate was 10.88 


& 


per 1,000, and in the second it was 8.75 or about 20% lower than | : 


in the first period. Men and women participated about equally 
in this benefit. The fall was, however, much greater in the coun- 
try than in the towns. For the age group 0-4, the death rate in 
the latter period was only about half that of the first period. 
For the age group 5-9, there was a marked difference between 
the boys and that for girls, the former leading with a 60% fall 
as compared with only 46% for the latter. Among rates for 
adolescents there was a fall of 70 to 80%. In the rates for higher 
age groups, the fall was less marked, but, even in those for after 
the age of 80, there was some improvement in this respect. The 
mortality for men over 80 in the last period was 91% of what 
it had been in the first period. The fall in rate was greater for 
women than for men at every adult age under 80. After the age 
of 80, the fall was greater for men than for women. The death 
rate for the acute infectious diseases dropped even more mark- 
edly among adults than among children and among men than 
among women. It seems that the Norwegian is much less likely 
to die of disease of the coronary arteries and lung cancer than 
his fellow beings in England and in the United States, and this 
is why the general death rate for middle-aged men in these 
countries is so much higher than it is in Norway, but even in 
Norway the death rate from the cardiocerebrovascular diseases 
was higher in the latter than in the former period. 


Lung Cancer and Smoking in Norway.—Prof. Leiv Kreyberg, in 
Tidsskrift for den norske legeforening (Feb. 1, 1956) reports a 
series Of 300 cases of primary epithelial pulmonary tumors histo- 
logically verified. These tumors could be histologically classed 
in two groups. The first was composed of squamous cell epi- 
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theliomas, large-celled carcinomas, and small-celled carcinomas, 
and the second consisted of adenocarcinomas, bronchogenic 
carcinomas, adenomas, and salivary gland tumors. Serving as 
controls were 4,172 men and 997 women. Smokers were graded 
according to the number of grams of tobacco consumed daily. 
All but 5 of the 218 patients in group 1 were men, whereas the 
sex distribution was much more even in group 2 (45 men and 
37 women). In group 2 no correlation could be established 
between lung cancer and smoking but in group 1 such a correla- 
tion was marked, particularly with regard to cigarette smoking. 
In this group those who smoked only a pipe showed a definite 
but much less marked correlation. One of Kreyberg’s tables sug- 
gests that the smoker who consumes less than 5 gm. of tobacco 
daily runs no greater risk of lung cancer than does a nonsmoker. 
The cancer risk grows markedly with the amount of tobacco 
consumed, and it would seem that about four out of every five 
patients in group 1 may have acquired cancer as a reaction to 
smoking. Although Kreyberg has established a marked relation- 
ship of lung cancer to smoking in group 1, he is inclined to 
suspect that for men in this group there may also be a sex-bound 
predisposition to lung cancer. Much of the value of this report 
depends on the many tables published with it. An English version 
is being published in the British Journal of Cancer. 


Syphilis in the Mercantile Marine.—Until recently, serologic 
examinations for syphilis were compulsory in Norway only for 
pregnant women and blood donors. In 1953 such examinations 
were made compulsory for seamen signing on for Norwegian 
ships. They must now present a medical certificate obtained 
within the preceding three months and must undergo a new 
medical examination, including a serologic test for syphilis, after 
two years’ service at sea. In the Nov. 24 issue of Nordisk 
medicin, Dr. Leif Kornstad reviews the results of the tests for 
syphilis carried out at the Medical Office for Seamen in Oslo 
between Feb. 1, 1954, and Feb. 28, 1955. In addition to 251 
foreigners, 8,189 Norwegian men and 951 Norwegian women 
were examined, a large fraction of the 38,000 Norwegians 
serving at sea. Among the men 132 and among the women 24 
had positive syphilitic reactions. It was noteworthy that the 
incidence of syphilis rose markedly in both sexes with age and 
was much higher for women than for men (2.52 and 1.61% 
respectively). This is explained in part by the fact that the average 
age of the women was relatively high. In 34% of the syphilitic 
men and in 41% of the syphilitic women, there was no history 
of syphilis. As the incidence of syphilis at sea is much higher 
than that on land, there is much to be said for compulsory 
tests for this disease among seamen. It was suggested that ex- 
“amining the seamen for syphilis on leaving ship rather than when 
signing on would better serve to prevent the importation of the 
disease. 


Hypersensitivity to Streptomycin.—H6vding and Utne in Nor- 
disk medicin for Nov. 24 report that they have examined 257 
nurses who, in the course of their work, had been in coniact with 
streptomycin, dihydrostreptomycin, or both. Skin tests carried 
out with a 20% solution of streptomycin or dihydrostreptomycin 
were read at intervals of 24, 48, and 72 hours. The nurses filled 
in questionnaires to show how much each of them had been 
exposed to-these drugs (the number of injections given and the 
length of the period during which they had been in contact with 
the drugs). Of the 29 found to be hypersensitive, 19 gave 
positive reactions to the skin tests, and the 10 who did not do 
so showed other manifestations of hypersensitivity, such as 
itching of the face, hands, and forearms on having contact with 
these drugs. Hypersensitivity to streptomycin was much more 
frequent than to dihydrostreptomycin. Also, a nurse who de- 
veloped pulmonary tuberculosis and who reacted to the first 
injection of streptomycin by a rash avoided this and other com- 
plications when dihydrostreptomycin was given instead. A 
classification of the nurses based on whether they had given 
more or fewer than 300 injections showed that the incidence of 
hypersensitivity rose markedly with the number of injections 
given. Only about 10% of the nurses had followed the in- 
structions given with regard to wearing protective gloves and 
glasses. 
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Neurological Findings at Autopsy.—The incidence of disease 
of the nervous system, found at autopsy, has varied greatly 
according to the findings of different observers. Zimmerman 
with a series of 4,240 autopsies put this incidence at 5%, and 
Adams and Cohen with a series of 2,670 autopsies put it at 
15%. A still higher per cent was reported by Dr. Maynard 
Cohen in the Journal of the Oslo City Hospitals (vol. 5, no. 12, 
December, 1955). In a series of 610 consecutive autopsies, the 
brain was examined in 594 cases. The most common finding 
was cerebral arteriosclerosis (52%). The sclerosis was severe 
enough to impede vascular circulation significantly in 30% of 
all the brains examined. Parenchymal damage from vascular 
disease was found in 23%. The clinical record gave no indication 
of these lesions in 40% of these cases. In several cases there 
had been signs of disease of the nervous system, but they had 
been overshadowed by more dramatic clinical events, such as 
myocardial infarction that was associated with acute cerebral 
hemorrhage or cerebral softening in 12 cases. Intracranial neo- 
plasms were found in 22 cases. Cohen urges that the brain be 
examined routinely in all autopsies. 


A Plea for Gastroscopy.—Dr. Odd Oyen in the Dec. 15 issue 
of Nordisk medicin said that gastroscopy has been gaining in 
popularity, not as a competitor of radiological examination of 
the stomach but as an important supplement to it. In a series 
of 140 patients undergoing a gastroscopic examination, 113 were 
also examined radiologically. In 51 patients both tests showed 
pathological changes, and in 16 both showed normal conditions. 
Among the 20 patients in whom the two tests were contradictory, 
there were 10 for whom the gastroscopist and 10 for whom the 
roentgenologist gave false negative reports. In 8 others the 
gastroscopic findings were correct and the x-ray findings were 
in doubt; in 3 results of both tests were wrong; and in 15 they 
were not compared. Oyen warns that it requires great tech- 
nical dexterity and experience to interpret the gastroszopic find- 
ings correctly. 


PERU 


Hypertensive Encephalopathy.—H th has been suc- 
cessfully used in the treatment of hypertensive encephalopathy 
by Dr. Aurelio Peralta and his co-workers (Anales de la 
Facultad de medicina, vol. 38, no. 4, 1955). In five patients 
with this condition, a single dose of 10 to 37.5 mg. of hexa- 
methonium, the dose varying according to whether the intra- 
venous or the intramuscular route was used, produced a definite 
lowering of the arterial pressure, as well as a consistent cessation 
of the convulsions. In only one patient, who received 37.5 mg. 
of the drug intramuscularly, was it necessary to repeat the dose 
six hours later to control the convulsions. When the drug was 
given intravenously, the average drop in the arterial pressure 
was 69 mm. Hg for the systolic and 39 for the diastolic 
pressure. This occurred a few minutes after the injection, the 
effect reaching its peak in 45 minutes. When the intramuscular 
route was used, the average drop was 70 mm. Hg for the sys- 
tolic and 49 for the diastolic pressure, the effect reaching its 
peak in 52 minutes. In a patient with multiple myeloma and 
a complicating lower nephron nephrosis, with anuria, uremia, 
and hyponatremia, and in whom successively procaine, bleeding, 
and oxygen inhalations were resorted to without success, the 
convulsions yielded to intravenous adminisiration of hexa- 
methonium and a significant diuresis occurred in a few hours. 
The author assumed from these results that in lower nephron 
nephrosis there is an underlying renal angiospasm that may be 
overcome by hexamethonium. The other four patients had 
toxemias of pregnancy. Although ganglioplegie agents such as 
hexamethonium do not constitute specific therapy, they do lower 
the blood pressure and prevent the cerebral damage to the 
mother and fetus that follows a prolonged and severe angio- 
spasm. As an untoward effect, two of the patients had placental 
retention that required treatment. Neither of the women who 
were given hexamethonium just before delivery had any diffi- 
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culties during childbirth. It is inferred from this that hexa- 
methonium does not disturb the physiological processes of 
parturition. 


Neomycin in Infantile Enterocolitis—In Revista del Hospital 
del Nino (17:64, 1955), Dr. R. Herrera M. reports on the use 
of Kaopectate with neomycin in the treatment of diarrhea in 
children. His series consisted cf 45 children between the ages 
of 21 days and 11 years, all of whom had suffered from entero- 
colitis for 3 to 70 days. Of these, 25 were in a poor general 
condition. Adequate breast feeding is an aid in preventing this 
disease in infants (only 10 infants so fed were included in this 
series). In most cases, the diagnosis was made by means of 
stool cultures, and, of the 20 children younger than 18 months 
of age, 18 had salmonellosis. Shigellosis was found in 5 children, 
all of them older than 6 months. The best therapeutic results 
were obtained when the Kaopectate with neomycin was given 
in doses of 50 mg. per kilogram of body weight in children 
from 0 to 5 months of age and of 100 mg. per kilogram in 
children over the age of 6 months. The average total dose was 
3 to 5 gm. given in an average period of eight days. The author 
says that the drug is well tolerated by the patients and is 
astringent, bacteriostatic, and bacteriolytic. Neomycin, however, 
appears to be less effective than either chloramphenicol or 
streptomycin, except when bacteriological assay indicates marked 
susceptibility to neomycin. The best responses were obtained 
in cases of enterocolitis caused by Salmonella organisms, 
Escherichia coli, or paracolon bacilli, but 80% of those due to 
Shigella organisms were unresponsive to the therapy. Thirteen 
of the children did not benefit from this treatment and, of these, 
two died. 


Histcplasmosis.—Ever since the road to the Huallaga River in 
the Peruvian jungle was opened, it was observed that many of 
the people who came to this rich region developed, several days 
after their arrival, a febrile disease that was characterized by 
variable clinical findings, a short course, and usually a spontane- 
ous remission. Although for several years the cause was un- 
known, recent studies by Drs. Arellano and Galvez Brandon 
indicate that the disease is histoplasmosis. About 80% of the 
victims show a positive histoplasmin skin test. Recently, a 
commission of the National Institute of Public Health verified 
the existence of Histoplasma capsulatum in dust specimens from 
endemic regions. Dr. O. Garcia R. points out (Anales de la 
Facultad de medicina, vol. 38, no. 4, 1955) that in this form 
of histoplasmosis the incubation period is usually about three 
weeks. The clinical symptoms always precede positive radio- 
logical findings, and no patient has as yet died of the disease. 
The pulmonary lesions usually resolve completely, and the roent- 
genograms fail to show any abnormalities after the patient has 
recovered. Because of this and other peculiar aspects of its 
clinical course, the disease in this region is regarded as being 
a new and subacute clinical form of histoplasmosis completely 
different from the acute (grave) and the chronic form with pul- 
monary calcification. Remission seems to take place regardless 
of the treatment, since it has occurred promptly both before 
and after the advent of antibiotics. 


Tuberculosis in Medical Students.—Although the medical 
students in the National University of San Marcos in Lima show 
high morbidity rates for pulmonary tuberculosis, they are very 
reluctant to undergo the yearly medical examination that the 
medical department of the university urges for all students. 
In the annals of this department (vol. 9, no. 17, November, 
1955), Dr. M: Pastor B. states that, in the period 1949-1953, 
104 cases of active pulmonary tuberculosis were discovered and, 
in 1954, the incidence of this disease showed a marked increase. 
Treatment of these students is difficult because most of them 
evade medical control, even though they agree to return for 
follow-up observations as many times as necessary. This re- 
luctance to cooperate with the medical department, the continual 
exposure to open cases, and the poor living conditions of most 
of the medical students are the chief factors that make tuber- 
culosis prevalent among them. Dr. Pastor concludes that means 
should be found to have all medical students physically ex- 
amined at least twice a year and to provide adequate treatment 


J.A.M.A., May 19, 1956 


for all students with this disease. A certificate of good health 
given by the medical department of the university should be 
required of all candidates for the degree of doctor of medicine. 


SWEDEN 


Foreign Physicians in Sweden.—Toward the end of World 
War II and especially after 1945, there was a large influx of 


refugee physicians into Sweden. Many of them came from the “~~ 


Baltic countries that had lost their independence. These physi- 
cians were warmly welcomed, as there was a shortage of Swedish 
physicians. Many of the immigrant physicians were specialists, 
and at one time about 75% of the newcomers had some spe- 
cialty. In Sweden, a physician must pass various tests and 
fulfill certain conditions before he can practice as a specialist. 
Many of the immigrant specialists, on the other hand, hailed 
from countries in which the same high qualifications were not 
required. It has, therefore, been difficult to judge the merits of 
each incoming physician, whcther he be a specialist or not. The 
ideal would have been to require every newcomer to pass some 
tests, but this has not always been possible. Because there is 
accordingly some risk of a lowering of our high professional 
standard by the newcomers, the Swedish Medical Association 
has urged the government to define more accurately and execute 
more efficiently the regulations governing the testing and post- 
graduate training of foreigners wishing to practice medicine in 
Sweden. 


Which Diseases Should Be Obstacles to Marriage?—The Swedish 
government has contemplated a revision of the laws concerned 
with disease as an obstacle to marriage. In a memorandum on 
the subject by the Swedish Medical Society, it was pointed out 
that it is high time to revise present legislation in connection 
with epilepsy, hitherto classed among the diseases legally contra- 
indicating marriage in Sweden. Epilepsy is no longer regarded 
as a disease entity, but rather as a manifestation of various 
morbid conditions that may depend to only a slight extent on 
heredity. A committee of experts was appointed by the govern- 
ment to examine and report on the diseases and abnormalities 
constituting obstacles to marriage. In Norway, it has been pro- 
posed that chronic alcoholism and drug addiction should be 
added to the list of potential disqualifications for marriage. The 
members of the Swedish committee are urged to consider the 
changes that have taken place in the field of psychiatry with 
special reference to diagnosis and nomenckature. 


Pertussis Vaccine.—Dr. Erik Rabo, in Svenska ldkartidningen_ 
for March, reports a series of 291 children of whom 156 were ~ 


given pertussis vaccine alone and 135 were unvaccinated controls.” 


Instead of vaccinating alternate children so that every other 
child could serve as a control, he used as controls only those 
whose parents were unwilling to let them be vaccinated. After 
an interval of nearly five years, not one of the children vac- 
cinated dgainst whooping cough alone had suffered from whoop- 
ing cough, whereas there were 36 cases of whooping cough 
among the controls. During a three-year observation period in 
another series, 315 children were given triple vaccine against 
whooping cough, tetanus, and diphtheria, and 290 served as 
unvaccinated controls. In this series, the whooping cough rate 
was between 9 and 10 times higher among the controls than 
among the vaccinated. 


Census of Drug Addicts.—In the summer of 1955, the Ministry 
of Health requested information from the principal asylums and 
hospitals in the country regarding the number of cases of drug 
addiction treated in them in 1954. The returns showed that 91 
men and 56 women had been so treated and that among them 
were 60 who had not previously been given hospital treatment. 
In 67 of the 147, the drug addiction had been acquired in the 
course of medical treatment. These patients included 10 physi- 
cians and 10 nurses. Although many cases of drug addiction 
were not reported in this census, it showed which narcotics were 
the most popular among addicts. Morphine headed the list with 
45 cases, then came amphetamine with 35, opium with 25, di- 
hydrocodeinone with 16, cocaine with 2, and diacetylmorphine 
with 2. A few patients were addicted to more than one drug. 
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SWITZERLAND 


Leprosy.—At the meeting of the executive board of the World 
Health Organization in January, a large-scale campaign against 
leprosy was planned for every country affected by the disease, 
because the control of leprosy has reached a stage where great 
progress can now be made. A survey of recent legislation on 
leprosy has been published by WHO, surveys of the incidence 
of leprosy have been carried out in a number of countries, a 
research program is being coordinated, and the organization has 
granted fellowships to workers in this field in various countries. 
Because patients with leprosy are no longer treated as outcasts, 
and because of growing confidence in the new antileprosy drugs, 
more patients than ever before are seeking treatment. As a 
result of the new treatment and the new attitude toward patients 
with leprosy, estimates of their total numbers throughout the 
world have had to be revised upward. Whereas a report pub- 
lished by WHO in 1952 gave the total number of such patients 
as varying between 2 million and 7 million, revised estimates go 
as high as 12 million. Since leprosy is not highly contagious, 
women suffering from this disease can give birth to perfectly 
healthy children and the risks of contracting leprosy are much 
smaller than of contracting tuberculosis. The WHO Expert Com- 
mittee on Leprosy has drawn attention to the futility and even 
the danger of compulsory isolation of persons with leprosy. 
Recourse should be had to segregation only in cases where there 
is a real danger of infection. Where this policy is applied, persons 
come forward for treatment voiuntarily, and this is a great help 
in efforts to wipe out the disease. 


Resistance to Insecticide.—At the same meeting, the board stated 
that the development of resistance of insect vectors to insecticides 
has become a serious public health problem. Thirty-two coun- 
tries have reported insect resistance to chlorophenothane (DDT) 
and other new insecticides, and about 35 species of insects, in- 
cluding various types of malaria-bearing mosquitoes, show im- 
munity to chlorophenothane in some areas of Greece, Lebanon, 
Indonesia, Saudi Arabia, Panama, and Mississippi. Body lice, 
vectors of typhus, can no longer be controlled by chloropheno- 
thane in Korea, and five other countries report that satisfactory 
control is becoming difficult. Fleas responsible for plague are 
manifesting resistance in certain parts of Scuth America. Worse 
still, a strain of the mosquito that spreads yellow fever has shown 
itself to be extremely resistant to chlorophenothane in Trinidad. 
The destruction of flies with chlorophenothane and other chemi- 
cals is no longer possible in almost all countries where these 
materials have been used in recent years. Resistance of cock- 
_roaches and bedbugs is also well established in many countries. 
The new insecticides that have become available in the last three 
years are too few, too limited in efficiency, and too toxic. The 
Expert Committee on Insecticides will be requested to set up a 
cooperative program of surveillance and research on resistance 
to insecticides. 


UNITED KINGDOM 


Tranquilizing Drugs.—At a meeting of the Royal Medico- 
Psychological Association in February, Dr. William Sargent (St. 
Thomas’ Hospital, London) said that the tax on alcohol and 
tobacco, the man in the street’s tranquilizers, yielded over 2.52 
billion dollars a year, or nearly enough to pay for the National 
Health Service twice over, yet very little was spent from govern- 
ment sources on research on mental health. He regreted that 
chlorpromazine and reserpine had been made available to general 
practitioners before they had been evaluated in hospitals since 
they carried the risk of jaundice and suicidal depression respec- 
tively. Compared with the barbiturates, they helped few patients 
with anxiety neuroses or obsessions. Chlorpromazine seemed 
more valuable in the treatment of chronically anxious or agitated 
patients in mental hospitals. Dr. Sargent said that he had used 
Frenquel in about 65 patients. This drug antagonized the effects 
of mescaline and lysergic acid diethylamide in man, It did not 
seem to help most schizophrenics but showed some promise as 
an adjunct to the use of electroshock therapy in depression. 
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Professor Elkes (Birmingham University) described the changes 
in the behavioral and electr p graphic patterns of cats 
with electrodes implanted in cortical and subcortical areas. The 
effects of amphetamine, lysergic acid diethylamide, atropine, and 
physostigmine, had been studied when used alone and with chlor- 
promazine, which blocked the actions of the first two drugs on 
behavior and in electr halographic findings. This work sup- 
ported the view that chlorpromazine acted on receptors situated. 
at diencephalic and mesencephalic levels of the brain stem. Pro- 
fessor Elkes said that, rather than thinking in terms of acetyl- 
choline, levarterenol, and 5-hydroxytryptamine as possible neuro- 
humoral mediators, we should think in terms of families of com- 
pounds, related to but not identical with the parent molecule, 
Such compounds might have been evolved in the central nervous 
system during a process of chemical evolution. 

According to Dr. D. Leiberman (Bexley Hospital, Kent), chlor- 
promazine represented a major advance in the treatment of psy- 
chotic excitement and of chronic psychotic patients in whom the 
drug reduces tension, aggression, and noisy behavior. He also 
used it to cover withdrawal symptoms in the treatment of drug 
addiction, alcoholism, intoxication due to disulfiram, confusional 
states, and restlessness in senile demented patients. He found it 
beneficial in the treatment of overactive and aggressive children 
and sometimes in withdrawn, inactive schizophrenics. If a patient 
shows no improvement after three or four weeks’ treatment with 
chlorpromazine, it should be withdrawn. The intramuscular in- 
jection of 5-mg. doses of reserpine is a potent addition to chlor- 
promazine treatment. Toxic effects of treatment with chlorpro- 
mazine included jaundice, Parkinsonism, granulocytopenia, and 
the activation of latent epilepsy. 

Dr. J. Moore spoke of the use of reserpine in the treatment 
of schizophrenia at St. Patrick’s Hospital, Dublin. Most patients 
were given 3 mg. a day orally and 10 mg. intramuscularly at 
night for three to seven weeks. Patients became less suspicious 
and withdrawn, delusions decreased, and definite improvement 
occurred in many after three weeks; but patients whose disease 
was long standing may show no improvement for several months, 
The side-effects noted were drowsiness, restlessness, and extreme 
depression wiih feelings of guilt and suicidal tendencies resem- 
bling typical endogenous depression. The last, which came on 
sometimes months after treatment, was amenable to treatment 
with electroshock. 


Benactyzine in Anxiety States.—A new drug, benactyzine hydro- 
chloride or 2-diethylaminoethyl benzilate hydrochloride, has 
recently been introduced for use in states characterized by emo- 
tional and physical tension. It is an anticholinergic drug and it 
was thought that it might have an effect in relieving emotional 
and physical tension without producing drowsiness because of its 
possible effect on the basal ganglions and on certain functions, 
such as the perception of movement and maintenance cf muscle 
tone. Dr. Beresford Davies has examined its effect on normal 
subjects and on 110 psychotic and neurotic patients (Brit. M. J. 
1:480, 1956). A dose of 1 to 4 mg. given to a normal subject 
produces a sense of divorce between outer reality and emotional 
reactions; a barrier is erected between the person and his prob- 
lems. With this dose there is no alteration in the quality of 
thinking or in responses made to the outside world. Problems 
appear to exert a less worrying influence on the subject. Larger 
quantities (up to 8 mg.) produce a marked feeling of detachment, 
the muscles are relaxed, thoughts and feelings are retarded, and 
the power of concentration diminished. Of the 110 patients 
treated, 44% showed fair improvement, judged by reduction in 
the severity of symptoms; 19% showed good improvement, as 
shown by disappearance of some symptoms and lessening of 
others; and 11% exhibited marked improvement, manifested by 
persistent disappearance of main symptoms. Men responded 
better than women. Those who consciously or unconsciously 
want help appear to derive benefit from benactyzine, provided 
they have definite symptoms or signs of anxiety. Those who have 
a hostile attitude, whether overt or in the form of projections, 
or hysteria do badly on the drug. Those that responded described 
the effect of the drug as tranquilizing. The conditions of am- 
bulant patients with endogenous depression and agitation are 
controlled with doses of 9 to 15 mg. of benactyzine daily. Pa- 
tients with reactive depression, i. e., tension and depression due 
to environment, are not relieved. Psychotic hospital patients do. 
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not benefit. The drug is not suitable for indiscriminate use in all 
patients with anxiety. 

Drs. A. Coady and E. Jewesbury examined the effect of ben- 
actyzine in relieving muscular rigidity, spasm, and pain in pa- 
tients with neurological disease (Brit. M. J. 1:485, 1956). Eighty 
patients with rigidity and spasm of organic and psychogenic 
origin were treated with 2 mg. of the drug three times daily by 


. mouth for two weeks. No reduction of rigidity was observed, 


and, although subjective improvement was reported by many 
patients, a similar degree of improvement was produced by a 
placebo. Some patients, however, who had been troubled by 
flexor spasms at night claimed that these had disappeared. A 
striking suppression of the normal rhythm was seen on electro- 
encephalogram after the administration of benactyzine. Coady 
and Jewesbury think that the side-effects, which occurred in 40% 
of 72 patients, outweigh any advantages possessed by the drug. 
These effects, which occur with doses of 4 mg. or more, include 
increasing clouding and slowing of thought, impairment of con- 
centration, and slowness and clumsiness in carrying out com- 
plicated procedures. While these side-effects may not be a great 
drawback in a hospitalized patient, they can be dangerous in an 
ambulant patient, particularly if he drives an automobile. Other 
side-effects described are mild palpitation, dryness of the mouth, 
dizziness, and a feeling described as “woolliness.” 


British Poliomyelitis Vaccine——Both British manufacturers of 
poliomyelitis vaccine (Burroughs Wellcome & Co. and Glaxo 
Laboratories) are using a variant of the Brunhilde strain, at- 
tenuated by Enders and Sabin. This is less virulent than the 
Mahoney strain used in the original Salk vaccine. The new 
vaccine could become dangerous only if it contained enormous 
quantities of virus that had escaped inactivation. This is highly 
unlikely with the methods now used. If it did, the stringent 
safety tests would detect jt. The new type 1 strain being used 


is of a low degree of virulence similar to the type 2 and type 3 


strains used in the United States vaccine. One British manu- 
facturer is using the MEF | strain present in the United States 
vaccine. The other is using the YSK strain described by Sabin, 
which is also of low virulence. One British manufacturer is 
using the Saukett strain incorporated in the United States vac- 
cine. The other is using the Leon strain, also described by Sabin, 
and of low virulence. All British vaccine is grown on monkey 
kidney tissue. The virus suspension is inactivated by Formalin, 
and 100 units per milliliter of streptomycin and either 100 or 
200 units of penicillin per milliliter are present in the super- 
natant fluid of all culture bottles. During inactivation the virus 
suspension is maintained at 37 C for 12 days at pH 7. The 
penicillin should be largely inactivated after this time; less than 
0.5 units per milliliter remains. This small quantity is not likely 
io cause sensitization. Not all the streptomycin is destroyed 
in the processing, but less than 5 units per milliliter remain. The 
risk of sensitization with this small amount is negligible. No 
report has been obtained so far from the United States on sensi- 
tization to the antibiotics in the vaccine. 

The British vaccines are being subjected to stringent safety 
tests. The first set of tests is to exclude vaccine containing any 
living organism other than poliomyelitis virus. It is tested for 
bacterial sterility in the usual way and for B virus, lymphocytic 
choriomeningitis virus, and Mycobacterium tuberculosis. For 
tissue culture tests, two samples of 500 mi. from each single 
strain pool are examined. After strain pools of all three types 
have been mixed to make the final trivalent vaccine, a further 
sample of 1.5 liters is tested in tissue culture. The chance of a 
single tissue culture infectious dose being given to a child has 
been estimated to be Jess than 1 in 20 million. The next test is 
on monkeys previously treated with cortisone to make them more 
susceptible to poliomyelitis virus. Not only will all these tests 
be carried out by the manufacturers, but they will be duplicated 
by the Department of Biological Standards at the National In- 
stitute for Medical Research. The final proof of the protective 
efficacy of the vaccine can be judged only from actual experience. 
Because of the relatively small numbers of cases of paralytic 
poliomyelitis, the only method of obtaining this information is 
by observing the effects of the vaccine in large numbers of 
children. 
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Partial Gastrectomy and Pulmonary Tuberculosis.—Among 
clinicians suspicion has been growing that partial gastrectomy 
predisposes patients to pulmonary tuberculosis. Thorn and his 
co-workers (Brit. M. J. 1:603, 1956) radiographed the chests of 
all patients entering the surgical wards of the Queen Elizabeth 
Hospital to find the incidence of unsuspected pulmonary tuber- 
culosis. All those who subsequently underwent a partial gas- 
trectomy were observed for periods of one and a quarter to 
six and one-half years. At least a third of the men and all the 


women who apparently developed pulmonary tuberculosis after |, 


partial gastrectomy had already had abnormal radiographic 
findings in the chest before operation. Postoperatively, the 
annual attack rate of pulmonary tuberculosis in men in whom 
pulmonary radiographic findings had been normal before opera- 
tion was high. The figure of 5.7 in 616 men was at least five 
times the annual attack rate of the normal male population of 
the same age group. The incidence of tuberculosis was greatest 
in those with high gastric ulcers and a low preoperative weight. 
Those in whom chest roentgenographic findings were normal 
and who weighed less than 85% of their standard weight before 
operation were about 14 times more likely to develop pulmonary 
tuberculosis after operation than those whose weight was around 
normal. Provided chest roentgenographic findings and weight 
were normal before partial gastrectomy, there was not an ab- 
normal risk of developing pulmonary tuberculosis later. In the 
men, the association between tuberculosis and gastric ulcer was 
more frequent than that between tuberculosis and duodenal 
ulcer. Analysis of the case histories showed that the development 
of pulmonary tuberculosis after partial gastrectomy is due pri- 
marily to the presence of severe or long-standing ulcers and only 
secondarily to the effects of the operation. The authors recom- 
mend that all patients have a roentgenogram of the chest before 
a partial gastrectomy. If findings are abnormal, they suggest 
that indications for operation should be reviewed. If the gas- 
trectomy is undertaken, the patient’s nutrition should be im- 
proved before this is done. Pulmonary lesions should be treated 
before operation. Close supervision for two years after the 
operation is necessary if an inactive lesion is present. 


Trends in Cancer Research.—At a meeting at the Royal Society 
of Medicine on trends in cancer research on March 2, Professor 
Haddow described some of the new antitumor drugs that have 
been developed at the Chester Beatty Institute, Royal Cancer 
Hospital, London. In the treatment of wool and the making of 
crease-resistant textiles, cross-linking agents have been used to 
join the nitrogen atoms in the polypeptide linkages of adjacent 
amino acid residues in the protein molecule. As it was originally 
thought that antimitotic drugs acted in a similar way, several were 
made at the Chester Beatty Institute on this chemical principle. 
Myleran resulted from this, and later two new compounds known 
as CB1348 and CB3025. This cross linkage hypothesis is an 
oversimplification, but it has been instrumental in the prepara- 
tion of new compounds that have been shown to be active in the 
treatment of chronic granulocytic leukemia, Hodgkin’s disease, 
and malignant lymphoma. Professor Hadfield put forward the 
theory of cocarcinogenesis to explain the occurrence of cancer 
in epithelial tissues. There is a long latent period between ex- 
posure to a carcinogen, which is the initiating agent and which 
sensitizes the cells it is in contact with, and neoplastic change. 
Cancer develops in these cells only in response to a further pro- 
moting agent, which may be of nutritional origin (e. g., carcino- 
gens produced from animal fat), traumatic (localized tissue 
injury), or another carcinogen to which the patient is sensitive. 
This hypothesis of cocarcinogenesis may not apply to all cancers, 
but it seems to explain the appearance of human cancer in pro- 
tective epithelial tissues and preinvasive carcinoma. Dr. Peacock, 
of the West Scotland Radium Institute, said that the experiments 
in which animals breathed air charged with tobacco smoke did 
not reproduce the conditions of smoking in man. He had at- 
tempted to do this by pumping tobacco smoke through the axilla 
and into the air sac of chickens from which it passed into the 
lungs and out through the mouth. He had also tried to get chick- 
ens to inhale tobacco smoke directly from a cigarette. No con- 
clusions have yet been drawn. 


i 

4 

— 

q 


Vol. 161, No. 3 


Campaign Against Tuberculosis in Scotland.—The Secretary of 
State for Scotland has announced plans fer the most ambitious 
campaign against pulmonary tuberculosis yet attempted there. 
In a year’s time a two-year drive wili commence, aimed at 
detecting the infected tuberculous patient, treating him, and 
following up all contacts. This will be done mainly by mass 
roentgenography conducted on a larger scale than hitherto at- 
tempted anywhere in Britain. In spite of advances in diagnosis, 
the number of new cases of pulmonary tuberculosis in Scotland 
is greater than before the war. An average of 18 new cases a 
day is reported, and, since 1942, 100,000 new cases have been 
reported. Treatment in terms of money alone cost about 112 
million dollars for these patients. The incidence of tuberculosis 
is much greater in Scotland than in England. It is particularly 
high in Glasgow, where the rate in 1955 was 200 per 100,000 
population, or twice what it was in England. The death rates 
from tuberculosis per 100,000 in 1954 were 20 for Scotland, 
34 for Glasgow, and 16 for England. There is a waiting list for 
treatment in Scotland. What is wrong is not the treatment of the 
diagnosed case, but the failure to find the undetected cases and 
to stop the disease from spreading. The new campaign will start 
in March, 1957, with large-scale radiographic surveys in the 
areas of highest incidence, particularly Glasgow. Everyone over 
15 years will have the opportunity to have a radiograph made. 
X-ray units will be borrowed from England and Wales, so that 
a total of 30 sets will be working. All cases discovered will be 
treated free, and their contacts will be followed up and offered 
vaccination. To persuade the people to cooperate, there will be a 
large-scale advertising campaign. 


Further Difficulties in Mental Hospitals —About 10,000 nurses 
in 33 mental hospitals throughout the country have decided to 
show their dissatisfaction with the rates of pay and conditions 
of service by refusing to work overtime any longer. The chair- 
man of one hospital management committee said that many 
patients discharged from mental institutions were earning more 
than their former nurses. Owing to the increasing numbers of 
nurses, male and female, leaving the mental hospitals, those 
that remain have to work longer and longer hours, and, unlike 
workers in most occupations, they receive no overtime pay. The 
hospital authorities say that working conditions cannot be im- 
proved unless there are more nurses. Recruits to the mental hos- 
pitals are difficult to obtain, and few remain. Indeed, it is stated 
that the turnover of nurses is almost as great as that of patients. 
In the Manchester region, six hospitals with a total of 2,929 beds 
hired 1,842 new staff members in one year, but by the end of the 
year had 1,891 resignations. There is no reason why improve- 
ments in pay should not be effected immediately. This is the 
only way to improve recruitment. There has been much delay 
in negotiations between the nurses’ representatives and the 
Ministry of Health. This is partly due to the Treasury's insisting 
that no suggestions be put forward by the hospital management 
without its prior approval. Interposing the Treasury between the 
hospital authorities and the nurses slows down machinery deal- 
ing with day-to-day problems. Not only in mental hospitals but 
elsewhere, hospital management committees are finding it diffi- 
cult to keep their staff in competition with nearby factories. 


Laundering for the Tuberculous.—The National Association 
for the Prevention of Tuberculosis in its quarterly (NAPT Bull. 
19:32, 1956) draws attention to the ways British sanatoriums 
and hospitals with tuberculosis units deal with the tuberculous 
patients’ laundry, varying from use of steam or other methods 
to sterilize all patients’ and ward articles to a complete lack 
of any precautions. Many hospitals make no arrangements for 
the patients’ personal laundry, and soiled clothing is kept in the 
bedside lockers until collected by relatives or friends. It may 
then be washed at home, sometimes in a house in which several 
young children live. Some of the larger sanatoriums have their 
own laundries with separate intake and sorting rooms for 
patients’ and staff laundry and separate washing machines. All 
articles from the wards are handled as little as possible, and the 
laundry staff wear masks and protective clothing. However, this 
is far from. being standard practice. Other sanatoriums have 
_ their own laundry equipment but make no attempt to separate 


FOREIGN LETTERS 267 
the linen of patients from that of the staff; others separate the 
laundry but wash both batches in the same machinery without 
any attempt at sterilizing the equipment. Many hospitals use 
public laundries, but only a few of these disinfect all ward 
articles before sending them to the laundry. The problem of the 
patient confined at home has become more acute of recent years. 
Many patients are treated at home, but some local authorities 
who previously provided a disinfecting service or issued dis- 
infectant to families unable to pay for it have now ceased to 
do so. 


Cancer Education.—The effect on the public of cancer education 
has been examined by Mr. Malcolm Donaldson in his report 
on a survey made on behalf of the Yorkshire Council of the 
British Empire Cancer Campaign. In an area with a total 
population of about 600,000 covering York, Hull, and the East 
Riding, 210 lectures on cancer were given to the lay public in 
the last two years. At the end of most of the lectures, papers 
were distributed asking the audiences whether their anxiety had 
been increased or decreased by the lectures and whether they 
thought that the lectures should be continued. Of about 6,000 
voters responding, 99% said that their anxiety had not been 
increased and that they wanted more lectures; only 6.2% took 
the opposite view. During the period under consideration, more 
than 50,000 pamphlets were distributed, articles were published 
in the lay press, slogans were displayed, and diagrams illustrating 
the development of cancer and its treatment were exhibited pub- 
licly. Nurses, health visitors, and midwives were given special 
courses to enable them to pass on information to the public. 
As a result of this drive, the proportion of patients with cancer 
of the rectum reporting with symptoms of less than a month's 
duration rose from 17% to 34 and 44% during six successive 
monthly periods. There was a slight rise in the figures for 
cancer of the breast (from 35 to 39%) but not in those for cancer 
of the uterus, mainly because patients could not tell normal from 
pathological bleeding. 


National Health Service and Birth Control.—Sir Henry Dale, 
in the 1956 Huxley Lecture at Charing Cross Medical School 
on March 16, suggested that, instead of introducing the National 
Health Service in one fell swoop, it would have been wiser to 
introduce its program by stages. His first choice as the most 
obvious point at which the intervention and support of the state 
would be required would have been in the provision of every 
practicing physician with ready access to the expert technical 
cooperation required to enable him to use new and complicated, 
but effective, methods of diagnosis and treatment. He urged 
that, even now, priority be given to means for more effective 
use of new knowledge. He went on to say that medical research 
has concentrated on finding the means for saving life, pro- 
moting health, and preventing and curing disease. If the already 
available information could be adequately applied, the major 
causes of illness and death could soon be banished from the 
great communities that they now impoverish and depress. If, 
however, the world’s peoples are to be protected from these 
forces, they must be prepared to accept protection also against 
the Cangers created by their own unbridled fertility. Unfortu- 
nately, the whole subject has become hedged about with social 
and traditional taboos. 


Toxicity of Chlorpromazine.—An editorial in the British Medical 
Journal of Feb, 18 stresses the toxic reactions attributable to 
chlorpromazine. Agranulocytosis had occurred, and a few 
patients in whom no blood dyscrasia was suspected died. Other 
toxic reactions such as fever, skin eruptions, edema, epileptiform 
fits, and hepatitis have been reported in about 1% of the patients 
treated with this drug. Liver damage manifests itself by jaun- 
dice, fever, hepatomegaly, and clay-colored stools, and liver 
function tests confirm that the jaundice is obstructive in type. 
Usually patients recover, but jaundice may last for many weeks. 
In fatal cases there is usually a history of previous liver damage. 
The toxic reaction is believed to be due to sensitization to the 
drug, since there appears to be no correlation between the onset 
of jaundice and the total dose received. The greatest incidence 
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of jaundice occurred three or four weeks after the beginning of 
treatment. Furthermore, if treatment was continued despite such 
toxic reactions, spontaneous recovery usually ensued. The use 
of the drug is therefore contraindicated in patients who have a 
history of previous liver disease or a blood dyscrasia and when 
infectious hepatitis is prevalent. 


Paraldehyde.—Paraldehyde is generally considered to be a safe 
medicament. Recently, however, it has been shown that on 
storage it may decompose and form acetic acid. Agranat and 
Trubshaw (South African M. J. 29:1021, 1955) cite three mis- 
adventures with decomposed paraldehyde. A patient with status 
asthmaticus received rectally 22 ml. of paraldehyde subsequently 
found to contain 67% acetic acid. Destruction of the mucosa 
of the colon followed and the patient died. Another patient with 
status epilepticus was given rectally an unstated dose of paral- 
dehyde, which was later shown to be two-thirds acetic acid. 
Perforation of the colon occurred. The third patient was given 
decomposed paraldehyde rectally as a hypnotic. A stricture 
that developed necessitated surgical excision. The British Phar- 
macopoeia now recommends the addition of 0.01% of propyl 
gallate or hydroquinone as a preservative. This retards, but does 
not prevent, decomposition and, therefore, any paraidehyde that 
does not come directly from the pharmacy should be checked 
for freshness. 


Physicians Protest Against Outside Interference.—The society 
of health officers supported by the general medical services 
committee of the British Medical Association registered a 
protest against undue interference in medical affairs by the 
National Society for the Prevention of Cruelty to Children. In 
a pamphlet distributed by the latter society, it is suggested that 
anyone knowing that an ailing or crippled child might benefit 
by treatment should consult the society. It also suggests that 
anyone knowing of parents seeking advice on any matter con- 
cerning a child should do likewise. The health officers take 
exception to these statements on the grounds that children 
needing medical help and parents requiring advice should be 
referred to local physicians or the public health service. Al- 
though it is admitted that the National Society for the Prevention 
of Cruelty to Children is doing much fine work, it should con- 
fine itself to its own sphere. 


Gluten in the Diet.—At a meeting of the section of general 
practice of the Royal Society of Medicine in February, Dr. Guy 
Daynes described a preceliac syndrome. This was a disturbance 
of convalescence in young children. The 40 children in his series 
were mainly under 5 years of age and recovering from an acute 
infection. They became irritable and spiteful, lost their appetites, 
lost weight, and screamed in the night. Their stools were copious. 
Recovery occurred after two days on a wheat flour-free diet; 
otherwise it took weeks. Adults with insomnia, headache, and 
depression also responded to such a diet. A comparison was 
drawn to fits in dogs caused by methionine sulfoximine, which 
results from use of the chemical flour “improver,”’ agene; how- 
ever, ordinary staling may be connected with the cause. Celiac 
disease improves on a gluten-free diet, and, although the evi- 
dence in these cases did not warrant implicating gluten entirely 
as the causative factor, further research may show a definite 
relationship. 


Death Due to Penicillin——A farmer entered an infirmary at 
Oxford for a tonsillectomy and died there as a result of. an 
anaphylactic reaction to penicillin. The pathologist at the in- 
firmary said that such deaths had been recorded before but 
were extremely rare. The coroner said that it was known by 
the patient’s physician that he was sensitive to penicillin. The 
physician referred the patient to the hospital on account of a 
rash, which he attributed to penicillin sensitivity, but the hospital 
dermatologist considered that it was due to a throat infection. 
Tonsillectomy was therefore advised. The surgeon performing 
the operation knew nothing of the patient’s sensitivity to penicil- 
lin and ordered it postoperatively. The patient told the nurse that 
he was sensitive to the antibiotic, but in spite of this the injection 
was given. The coroner remarked that there was not sufficient 
liaison between those responsible for the treatment of the patient. 


J.A.M.A., May 19, 1956 


Eradicating Bovine Tuberculosis——Over 6 million cattle in 
Great Britain are now attested free from bovine tuberculosis 
compared with 2 million in 1950. This means that about 62% 
of the cattle are now so attested. Four further areas will be 
designated as tuberculosis eradication areas in 1958, and mean- 
while free tuberculin tests of cattle will be provided in these 
areas. The purpose of these free tests ts to encourage farmers 
to clean up their herds and to qualify for entry into the attested 
herds scheme and for the bonus payments provided under this 
scheme. If a farmer takes no steps to clean up his herd or 
starts so late that his herd is neither supervised nor attested by 
the time the area is declared an eradication area, he loses his 
chance of qualifying for bonus payments. At this stage all 
herds not in the voluntary scheme are tested compulsorily and 
all reactors are slaughtered with payment of compensation. 


Dentists—A_ bill was placed before the House of Lords in 
February for an experimental scheme in training ancillary 
personnel for a restricted type of dental work. It was believed 
by Lord Amulree that this plan might have a deleterious effect 
on the prestige of the dentist. Although the British Dental 
Association still opposed the creation of the ancillary groups, 
if such a step is not allowed, there will continue to be a shortage 
of over 50% of the number of dentists needed to work on 
children’s teeth. The bill would give the dental profession a 
standard and organization of similar stature to that of the 
medical profession, as it provides for the formation of a general 
dental council comparable to the General Medical Council. 


Ford Foundation Grant.—The Ford Foundation has granted 
$210,000 to the Mental Health Research fund. Mr. lan Hender- 
son is the chairman of the fund, which was formed in 1949 by 
a group of physicians, scientists, and enlightened members of 
the public who did not consider that sufficient research effort 
was being put into the problems of mental health and mental 
illness. In 1952 the fund was registered and the council set up. 
Before then donations for research in mental health had to be 
made to specific hospitals or institutiors. Now all those in- 
terested in mental health, particularly the relatives of afflicted 
patients, have an outlet for any funds they wish to give. 


Memorials to Sir Alexander Fleming.—On March 11, the 
anniversary of his death, a plaque in memory of Sir Alexander 
was unveiled and dedicated in the crypt of St. Paul’s Cathedral, 
London, and on March 12, Lady Fleming unvealed a bronze 
bust of him at Chelsea Town Hall. This bust, which is the 
work of Mr. Frank Kovacs, was commissioned by Pfizer, Ltd., 
and was formally presented to the Chelsea Borough Council 
by Mr. John Rodgers, a director of the company. Sir Alexander 
Fleming lived in Chelsea from 1921 until his death last year. 


German Medical Journal Translated.—A monthly edition in 
English of the Deutsche medizinische Wochenschrift will appear 
in Britain under the editorship of Dr. G. R. Graham. It wil 
be called the German Medical Journal and will be printed in 
Germany in the same style and format as the Deutsche 
medizinische Wochenschrift. The journal will contain a selection 
of articles from recent issues of the latter translated into 
English. Prof. L. Heilmeyer, a well-known German internist, is 
chairman of the new journal’s board of editorial consultants, 


Philatelic Honor.—One of a new series of Belgian stamps bears 
a portrait of Sir Robert Philip, a former president of the British 
Medical Association and the Royal College of Physicians, Edin- 
burgh. This is the first time that a physician practicing in Great 
Britain has been pictured on a postage stamp. This issue, which 
is to raise money for the treatment of tuberculosis, com- 
memorates Sir Robert Philip’s founding of the world’s first 
tuberculosis dispensary in Edinburgh in 1887. 


Lord Horder Memorial Trust.—It is proposed to establish a 
traveling professorship or fellowship in clinical medicine as 
a memorial to Lord Horder, who died last year. This is con- 
sidered an appropriate method of perpetuating the memory of 
a great physician. An appeal for funds has been launched from 
St. Bartholomew’s Hospital, London, where Lord Horder was 
an honorary physician. 
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PHYSICIANS IN SERVICE 


To the Editor:—tThe letter “Physicians in Service,” which ap- 
peared in THE JOURNAL (160:899 |March 10] 1956), should not 
go unchallenged, particularly that portion that criticizes the 
career armed forces medical officers as the “eight hour men of 
the medical corps with a lackadaisical attitude toward the 
practice of medicine.” I recently completed a 36-month tour in 
the Army as a “voluntary reserve.” Thirty months of this was 
spent in the Far East command—ample time to make a few 
observations in just one command, but still from a little larger 
viewpoint than a “carrier.” The so-called 4:30 club that con- 
ventionally met at the officers’ club certainly always had its share 
of “voluntary reserve medical officers’ who continually com- 
plained of the money they were losing by being in the service, 
or of the “slip-shod” manner of military medicine when they 
had hurriediy left the hospital for the club, leaving the late 
arriving patients to be “worked-up” by the medical or surgical 
officer of the day. Many of the complaints registered to me by 
dependents of those in the armed forces about military medical 
care were against the medical officer’s attitude, and in a great 
number of cases this officer was a “voluntary reserve officer.” 
Perhaps the authors could explain their statement “Many of 
these men admit that they chose a career in service medicine 
because it is less arduous than civilian practice,” in view of the 
fact that when resignations for regular Army medical officers 
were permitted and accepted, a great many regular Army medical 
officers resigned to take up the more “arduous civilian practice.” 
Rank has its privileges—does this not occur in civilian practice? 
How many untrained but established civilian doctors are doing 
“a little surgery?” There is no doubt in my mind that the Army 
has and is making great strides in placing well-trained regular 
medical officers in clinical jobs and relieving those who are not 
trained for clinical work to do command duty. I do not agree 
that poor pay of service doctors is just an excuse the military 
uses to explain why doctors do not stay in the service. I firmly 
believe that is just where Congress should start—they should 
increase the pay so that it compares favorably with civilian 
practice. Secondly, they should restore the dignity they have 
stripped from officers of all branches of the service by providing 
housing and other facilities, both here and abroad, befitting an 
officer of the armed forces. It would indeed be a revealing 
survey to interview the wives and families of officers who have 
resigned from the service—for there lies the answer to many 
of the problems. No man will long subject his family to un- 
necessary hardships when civilian life will provide a better way 
of life. There are many things we civilian doctors can and 
must do to help make military medicine an attractive career and 
thus eliminate the discriminatory legislation now in effect. First 
and foremost, we must stop whipping a tired, underpaid work 
horse—the career medical officer. 

ARTHUR S. Beattie, M.D. 

316 W. Second St. 

Los Angeles 12. 


To the Editor:—The letter “Physicians in Service” (J. A. M. A. 
160:899 |March 10] 1956) by Drs. Hahn and Raffensperger has 
been read with great interest. My recent experience as a member 
of the United States Naval Reserve on active duty is at variance 
with theirs. I was not a voluntary member of the Reserve Corps 
on active duty but had been recalled due to the manner in 
which the “Doctor-Draft” law had been written. I, to say the 
least, was not overjoyed at being pulled out of my practice, as 
I considered myself a veteran of World War Il. However, I 
did not find an “8-to-4” attitude among the officers of the 
medical corps with whom I came in contact. This applied more 
particularly to the regulars than it did to the reserves. These 
men were interested in good medicine and they practiced good 
medicine. Professional care was at a high level. I found the 
care of dependents to be impersonal and, hence, lacking. How- 
ever, from a scientific standpoint, the care I saw administered 
to dependents was as good as that in civil life. I also did not 


find that a doctor’s rank meant too much, except for pay and 
administrative purposes. When it came to taking care of the 
patient, the man who had shown himself competent to do so 
was called upon to treat the case. Particularly at the hospital 
where I was stationed, reservists of ability were treated with 
great respect, their opinions were sought, and their ability was 
utilized. It was my feeling that most of the reservists with 
whom I came in contact were pleased with the level of pro- 
fessional care in the Navy. I must say they were disgruntled— 
not because of the Navy but rather because many of them felt 
that they had in the past fulfilled their obligation and now found 
themselves uprooted. 

Morton H. Leonarb, M.D. 

$20 Montana St. 

El Paso, Texas. 


AMERICAN TRYPANOSOMIASIS 


To the Editor:--In an article entitled “American Trypanosomi- 
asis (Chagas’ Disease)” in THE JoURNAL, Oct. 15, 1955, page 
676, Drs. N. C. and H. B. Woody reported on the first indigenous 
case of Trypanosoma cruzi infection in man in the United States. 
They state: “A tentative diagnosis of virus infection of unknown 
type (possibly infectious mononucleosis) was made, and the 
child was empirically given tetracycline (Achromycin) while we 
awaited developments.” Subsequently, trypanosomes were found 
in blood smears from the patient, and their identity with T. 
cruzi was established. Later, “In view of the report of Porter, 
based on animal studies, tetracycline therapy was resumed, and 
the child became afebrile within 48 hours. . . While daily 
checks of the blood continue to show trypanosomes, no hepato- 
splenomegaly, lymphadenopathy, or neurological or cardiac 
abnormalities have developed.” This observation not only may 
be, but already has been, construed by some as an indication 
that tetracycline has activity against T. cruzi. The chemotherapy 
of experimental American trypanosomiasis has been one of my 
fields of investigation for a number of years, and, in the interest 
of completeness and accuracy, I should like to comment on the 
above treatment and to summarize briefly the current knowledge 
of compounds that are active against the causative agent of this 
disease. The report of Porter and co-workers (Antibiotics & 
Chemother, 2:409-410 |Aug.| 1952), to which the authors re- 
ferred, was concerned with the antibiotic that is now known as 
puromycin, or stylomycin. After the publication of the article 
in which this compound was designated “Achromycin,” the new 
antibiotic tetracycline came into prominence and Achromycin 
became a trade name for tetracycline. This change was indicated 
in the footnotes of subsequent articles by Hewitt and co-workers 
(Antibiotics & Chemother. 4:1222-1227 |Dec.] 1954 and 5:139- 
144 [March] 1955), thus: “Achromycin was formerly the trade 
name of Lederle Laboratories for puromycin. Achromycin is now 
their trade name for the antibiotic tetracycline, which differs from 
puromycin chemically and is not effective against trypanosomes.” 
There was, therefore, no reason to expect that tetracycline 
would be an effective chemotherapeutic agent in this case. If 
elimination of fever was associated with this medication, it is 
probable that it was not effected through the action of the drug 
on T. cruzi, as might be implied. 

There is as yet no satisfactory specific medicament for the 
treatment of American trypanosomiasis, although a number of 
compounds that have shown promising activity in animals have 
been tried clinically. With some of these, salutory effects have 
been observed in the treatment of the acute phase of the disease, 
probably because of the action of the drugs on the circulating 
parasites in the blood. Among the more recent clinical studies 
on some of these compounds should be mentioned those of Drs, 
Oscar Monteiro de Barros and Diogo Pupo Nogueira (Rev. clin, 
Sado Paulo 27:79-86 |July-Aug.| 1951) who tested Carbidium 
sulfate; Dr. Cecilio Romania (An. Inst. med. regional 3:255-263 
[June] 1953) who tested Cruzon (Bayer 7602), Spirotrypan 
(Bayer 10557), and three 8-aminoquinolines (pentaquine, iso- 
pentaquine, and primaquine); and Drs. Alves Meira, Amato 
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Neto, Aguiar Tartari, and R. Sonntag (Rev. brasil. med. 11:829- 
831 |Dec.] 1954) who tested puromycin. Unfortunately, the 
Latin American periodicals in which these reports appear are 
not widely available in the United States, but some of the studies 
in animals that led to these clinical trials have been reported 
in more accessible journals. Romafia’s investigations on the 
8-aminoquinolines were prompted by my observations on the 
activity of these compounds in mice and dogs (J. Parasitol. 
35:375-378 |Aug.} 1949; J. Pharmacol. & Exper. Therap. 98:49- 
61 |Jan.] 1950; Am. J. Trop. Med. 1:189-204 |March] 1952; 
Antibiotics & Chemother. 2:265-270 |May] 1952; and J. Parasitol. 
39:223-224 [April] 1953). Romafa, in Argentina, found that 
the nonmetallic Cruzon and the arsenical Spirotrypan were 
difficult to use in humans in doses high enough to be effective, 
but that with the 8-aminoquinolines, which were used in 70 
acute cases of American trypanosomiasis, there was an accelera- 
tion of clinical improvement and a diminution of circulating 
flagellates, although xenodiagnosis continued positive. Dr. 
Emanuel Dias is at present evaluating some of these compounds 
in Brazil. The phenanthridinium derivative, Carbidium sulfate, 
that the Brazilians tested was selected from a series that was 
studied by Goodwin and co-workers (Brit. J. Pharmacol. 5:287- 
305 |June}] 1950). In the single patient who was treated, bene- 
ficial effects were observed following medication, although the 
Machado-Guerreiro (complement-fixation) test continued posi- 
tive after the parasites disappeared from the blood, and the 
cardiac area, which had been greatly enlarged, was strikingly 
reduced. Some of the reports on puromycin have been noted 
above. Although Hewitt and co-workers (Am. J. Trop. Med. 
2:254-266 |March! 1953) reported the results obtained against 
T. cruzi in mice were “extremely variable,” Pizzi, Prager, and 
Knierem (Bol. informaciones parasitarias chilenas 8:77-79 
{Oct.-Dec.| 1953) say that it showed “uniform suppressive action” 
on the acute infection in mice and, in combination with the 
8-aminoquinoline primaquine, an additive but not synergistic 
effect was observed. The clinical trial of puromycin followed the 
experimental study of Sonntag and Kloetzel! (Folia clin. et biol. 
20:133-138 |Sept.| 1953) and the treatment was reported to be 
unsuccessful in all of five cases. Nitrofurazone and certain other 
nitrofurans likewise have suppressive activity against T. cruzi, 
according to Packchanian (J. Parasitol. |supp.| 38:30 |Aug.| 
1952; Am. J. Trop. Med. 4:705-711 |July} 1955), but to my 
knowledge no clinical tests on these have been reported. 

It is probable that most of the above compounds, which have 
activity against the blood forms and can be used to treat the 
acute phase, are not able to attack the intracellular forms, which 
may persist for long periods in the heart muscle, reticulo- 
endothelial system, and brain, although Lock (Brit. J. Pharmacol. 
5:398-408 |Sept.] 1950) says that the methobromide salt of 
Carbidium acts on the intracellular form of T. cruzi in heart 
muscle in tissue culture. Although it is well recognized that the 
ideal drug for the treatment of American trypanosomiasis should 
be able to reach and affect the intracellular reproductive forms, 
it would seem that, at present, the use of any compound that 
will aitack the blood forms in the acute phase, interfering with 
the further dissemination of the parasite and allowing the 
patient to establish an equilibrium with the disease, would be 
desirable, even though a cryptic infection may persist. A true 
curative drug that will eradicate the chronic disease, which may 
be progressive as well as static, is, of course, still being sought. 
The statement that “animal inoculation is a practical method 
of recovering the organism,” which appears in some textbooks, 
can be misleading. There are great differences in susceptibility 
between species and strains of animals and in virulence and 
infectivity between strains of the parasite that limit the use- 
fuiness of this procedure. In the countries in which the disease 
occurs most frequently, xenodiagnosis and complement-fixation 
tests are the diagnostic methods of choice and are extensively 
used. The report of this case is, of course, of great interest to 
parasitologists, and the epidemiological observations of the Drs. 
Woody are particularly noteworthy. 


Frans C. Gosie, Sc.D. 

Director of Parasitology 

CIBA Pharmaceutical Products, Inc. 
¥ Summit, N. J. 
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CIRCULATING SODIUM ESTIMATION 

To the Editor:—1 would like to call attention to an erroneous 
statement found in “Estimation of Total Circulating Sodium,” by 
C. M. Leevy and F. J. Donovan (J. A. M. A. 159:771 |Oct. 22] 
1955). The authors state: “The total circulating sodium is usually 
low in uncomplicated salt depletion in contrast to a normal level 
in sodium redistribution.” In conditions such as hypopotassemia, 
where a shift of sodium into the cells may occur, serum sodium 
level multiplied by plasma volume will obviously give a low, 


rather than a normal, value. This, of course, is not total circulat- 9«# 


ing sodium but total circulating extracellular sodium. The intra- 
cellular compartment may contain as high as 37 mEq. per liter 
of sodium. Estimates of total sodium utilizing radiosodium, while 
more accurate than the method described by the authors, may 
be inaccurate in pathological states due to the long time required 
for the tracer dose to come into equilibrium with body sodium 
stores in edema fluid, It is, therefore, essential to assess each 
individual case carefully from the clinical standpoint before 


instituting therapy. James R. CLARKIN, M.D. 
321 Broadway 
Dobbs Ferry, N. Y. 


This letter was referred to one of the authors of the article, 
whose reply appears below.—Eb. 


To the Editor:—The statement that the total circulating sodium 
is usually normal in uncomplicated sodium redistribution is 
based on studies using the techniques described. As expected 
from theoretical considerations, serial studies show some de- 
crease in base line levels of total plasma sodium when there is 
a shift of sodium into tissue depots such as bone. However, 
except in patients with profound disturbances in acid-base and 
potassium balance (where other mechanisms are invoked), in 
our experience, cation shifts of less than 10% do not greatly 
alter the total circulating sodium, and resulting values fall within 
the range of our reported normal levels (370 to 470 mEq. in 
a 70-kg. man). Justification for estimating the total circulating 
sodium as described is that this type of study is available in 
most hospitals; it is easily and quickly obtained and can be 
repeated serially; resulting data reduce errors made when treat- 
ment is directed to abnormalities of serum sodium concentra- 
tion. Where time and facilities are available, in addition to 
measures of circulating sodium, it is desirable to obtain serial 
information on the sodium content of the interstitial area, cells, 
and other body depots by combining isotopic-dilution and 
metabolic-balance techniques. Even so, for proper therapeutic 
perspective, it is agreed that it is necessary to always interpret 
these tests in the light of history and clinical findings. 


COMMANDER CARROLL M. LeeEvy, M. C., U. S. N. 
U. S. Naval Hospital : 
St. Albans, Long Island, N. Y. : 


TREATMENT OF RENAL TUBERCULOSIS 
WITH TRIPLE-DRUG THERAPY 


To the Editor:—In THe JouRNAL, Feb. 18, 1956, page 544, my 
co-workers and I, of the Research Unit for Genito-Urinary 
Tuberculosis, presented some recent work in an article entitled 
“Treatment of Renal Tuberculosis with Triple-Drug Therapy.” 
In this article we commented on the difficulty in sterilizing 
cystoscopes that had been contaminated with Mycobacterium 
tuberculosis. We stated that these were best sterilized with 10% 
formaldehyde solution (Formalin) and further that the Lehn & 
Fink Products Corporation instrument germicide was also 
effective in sterilizing these instruments within a period of one 
hour. Since publication of that article, however, there have 
been a few instances where one hour of immersion in the Lehn 
& Fink Products Corporation instrument germicide was not 
entirely effective in eradicating all of the Myco. tuberculosis 
organisms on some of our cystoscopes. As a consequence, we 
feel forced to retract our statement that immersion for one 
hour in the Lehn & Fink Products Corporation instrument 
germicide is completely safe for killing all tubercle bacilli on 
cystoscopes under these conditions in our hands. 

JouHNn K. Lattimer, M.D. 

180 Fort Washington Ave. 

New York 32, 


as 
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Waiting Room, Based on Seating Capacity of Ten People* 


BUSINES S PRA CTICE Minimum, * Modest, Moderate, 


The American Medical Association and the Sears-Roebuck 
Foundation cooperatively have prepared a brochure entitled Sectional seat (per section)....... $5.00 85.00 115.00 
“A Planning Guide for Establishing Medical Practice Units.” 35.00 50.00 | 
This publication contains practical suggestions on various phases Magazine rack or table............ 25.00 35.00 60,00 
of planning from selection of a site to arrangement of equipment Oeeasional 35.00 50.00 
and is available in the libraries of state and county medical la (floor or table),............ 15.00 agg 15.00 
society offices. From time to time parts of the brochure, slightly 
Practice section of THE JOURNAL.—Eb. Play desk or table................0. 3.00 20,00 45.00 

EXAMPLES OF ROOM COST BUDGETS gp 
Examining and Treatment Room eee 
* Cost including finished window and floor treatment. 
Minimum, Modest,% Moderate, $ 
Adhesive wall rack.............. ae 3.50 6.00 8.00 Laboratory 
11.00 25.00 50.00 Minimum, Modest, Moderate, 
Blood pressure apparatus.......... 15.00 35.00 50,00 Alcohol 1.00 8.50 
20.00 35.00 75.09 Aspirator (complete with tubing). 2.50 7.0 29 
90.00 125.00 Blood pipettes (red-white)......... 1.50 1.65 1.75 
ressin ars n ve 
Professional towels................. 6.50 10.00 12.00 4.50 8.00 25.00 
Beale professional.................. 35.00 Lab 17.50 25.00 35.00 
Sterilizing 2.50 3.75 5.00 400.00 800.00 
5.00 9.00 12.00 Paper towel 3.50 5.00 
Preatment cabinet.................. 300.00 474.00 $75.00 Paper 6.50 co. 10.00 eo. 12.00 eo. 
1,000.00 2,000.00 3,600.00 Refrigerator (biological)........... 156.00 200.00 300.00 
, A Soap dispenser and soap........... 7.00 10.00 18.00 
Consultation Room* Stains and reagents................ 25.00 56.00 100.00 
Minimum, $ Modest,$ Moderate, $ Stool for lab table.................. 8.75 20.00 35.00 
90.00 150.00 920.00 5.00 gr. 7.00 gr, 12.00 gr. 
Desk ehair............ 35.00 65.00 90.00 Test tube 0.10 0.25 0.40 
Love seat or davenport............ 110.00 150.00 200.00 Waste receiver.............0.s0see es 6.00 18.00 25.00 
Sectional seat (per section)........ 45.00 85.00 115.00 Water 7.50 35.00 100.00 
Lamps (floor, table, or desk)..... 15.00 35.00 75.00 1,800.00 2,900,00 
Instruments, Accessories, and Supplies 
* Cost including finished window and floor covering treatment and 450 650 950 
accessories. 
Reception and Business Office* Diagnostic and Treatment Equipment 
Secretary’s 60.00 135.00 180.00 550.00 600.00 758.00 
40.00 60.00 90.00 Beale 35.00 60.00 65.00 
RR a ree 15.00 25.00 60.00 ‘Treatment table pillow.............. 5.00 7.50 15.00 
eh 8.00 12.00 14.00 Treatment table step-up stool....... 5.00 10.00 15.00 
Typewriter 200.00 400.00 750.00 Ultraviolet 1.50 pr. 
Adding 160.60 225.00 0.00 Ultraviolet 65.00 165.00 355.00 
Dictating equipment............... . 250,00 475.00 800.00 X-ray dark room set-up...........+. 300.00 600.00 1,500.00 


* Cost including finished window and floor treatment and accessories, 6,000.00 8,000.00 15,000.00 
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Privileged Communications in Relation to Will Contests.—Objec- 
tion was made to the probate of a will on the ground of lack 
of testamentary capacity of the deceased. From an order sustain- 
ing the validity of the will, an appeal was taken to the Court of 
Appeals of New York. 

The testatrix, who was about 75 years of age, made her will 
in February, 1951; was admitted to Hudson River State Hospital 
in July, 1951; and died in the hospital on Sept. 6, 1951. The 
cause of death was generalized artericscierosis with senile psy- 
chosis of the paranoid type; there was an interval of four years 
between the onset of the disease and death. 

The contestant contended that the trial court erred in sustain- 
ing objections, on the grounds of privilege, to questions asked 
of the physician of the testatrix concerning her mental and 
physical condition while he was treating her and any mental 
changes he observed during that time. Section 352 of the New 
York Civil Practice Act provides that: “A person duly authorized 
to practice physic or surgery, or dentistry, or a registered profes- 
sional or licensed practical nurse, shall not be allowed to disclose 
any information which he acquired in attending a patient in a 
professional capacity, and which was necessary to enable him 
to act in that capacity. . . .” Section 354 provides that “a physician 
or surgeon may upon a trial or examination disclose any informa- 
tion as to the mental or physical condition of a patient who is 
deceased which he acquired in attending such patient profession- 
ally, except confidential communications and such facts as would 
tend to disgrace the memory of the patient,” when, in a case 
involving the validity of the will of such deceased patient, the 
provisions of Section 352 have been expressly waived by the 
executor. 

By these provisions the legislature, said the court, has not 
permitted physicians to testify as to confidential communications, 
except where there has been a waiver, as to those matters which 
he could have noticed and described as a layman. A communica- 
tion to a doctor is confidential when it is information acquired by 
the doctor as a result of confidence reposed in him as such by the 
patient. Thus, the questions asked by the contestant were within 
the privilege, because the physician was being asked to divulge 
what he knew of the mental and physical condition of the testa- 
trix based on information acquired by him as the result of 
confidence reposed in him by the testatrix. The objection to 
such questions was properly sustained. Accordingly the order 
admitting the will to probate was affirmed, Jn re Coddington’s 
Will, 120 N.E. (2d) 777 (N. Y., 1954). 


MEDICAL FILM REVIEWS 


Resuscitation for Cardiac Arrest: 16 mm., color, sound, showing time 
18 minutes. Prepared by Claude S. Beck, M.D., Cleveland. Produced in 
1956 by William J. Ganz Co., New York, for and procurable on loan 
from E. R. Squibb and Sons, Division of Olin Mathieson Corporation, 
745 Fifth Ave., New York 22. 


This film was planned to stimulate adequate instruction of 
personnel in all hospitals where major surgery is done to be 
prepared to take care of the problem of cardiac arrest as soon 
as it occurs. The film begins by presenting a patient who did not 
receive adequate care soon enough and who therefore died as a 
result of this complication, A discussion of the problem involved 
and the steps of procedure and the methods used for managing 
this complication are presented. The use of the dog for practicing 
the management of this condition is urged so as to be well 
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equipped and organized for managing it when it occurs in the 
human. Management is divided into two parts, which deal with 
the primary need for (1) prompt restoration of the oxygen system 
and (2) later restoration of the normal heartbeat. The use of 
artificial respiration and artificial circulation by manual com- 
pression of the heart is well illustrated. A list of do’s and 
don’ts is discussed and enumerated. Indications for the use of 
Adrenalin and electrical stimulation in restoring the heartbeat 


are discussed and illustrated. The essentials of resuscitation are |. 


presented in a clear and concise manner. The photography is 
excellent, and exposure is good at all times. This is an excellent 
teaching film that should be seen by every surgeon and anes- 
thesiologist, since the urgent ‘need for using resuscitation for 
cardiac arrest may present itself at a moment’s notice. 


NEW FILMS ADDED TO A. M. A. 
MOTION PICTURE LIBRARY 


Alcohol and the Human Body: 16 mm., black and white, sound, showing 
time 10 minutes. Prepared in collaboration with Anton J. Carlson, M.D., 
Chicago. Produced in 1949 by Encyclopaedia Britannica Films, Inc., 
Wilmette, Ill. Procurable on loan (service charge $2) from Committee on 
Motion Pictures and Medical Television, American Medical Association, 
535 N. Dearborn St., Chicago 10. 


This film undertakes to make clear, without resorting to 
abstruse terminology, the course that ethyl alcohol takes when 
it enters the human body in the form of beverages. The prepara- 
tion of beer, wine, and whisky is described, their relative 
strengths are indicated, and their effects on behavior are sug- 
gested. Animated drawings show the absorption of the alcohol 
from the stomach and small intestine, the partial change to 
acetic acid in the liver, the circulation of the unchanged fraction 
in the blood, and the gradual depression of successive parts of 
the brain. The nutritional consequences of chronic alcoholism 
are set forth simply and without exaggeration, and the proper 
hospital care of a patient in acute intoxication is illustrated. A 
complete review of this film was published in THe JouRNAL, 
Oct. 29, 1949, page 622. 


Tobacco and the Human Body: 16 mm., black and white, sound, show- 
ing time 15 minutes. Educational collaborators: C. A. Mills, M.D., Uni- 
versity of Cincinnati, and Kiaus R. Unna, M.D., University of Illincis. 
Produced in 1953 by Encyclopaedia Britannica Films, Inc., Wilmette, Il. 
Procurable on loan (service charge $2) from Committee on Motion Pic. 
tures and Medical Television, American Medical Association, 535 N, 
Dearborn St., Chicago 10. 


This film is a report on the scientific results of modern research — 
evaluating the effects of the use of tobacco. It analyzes the con-~ 
tents of tobacco smoke, demonstrates some of the physiological 
effects of smoking, and sums up the factors to be considered in 
deciding whether or not to smoke. A complete review of this 
motion picture appeared in THE JOURNAL, July 30, 1955, page 
1214. 


Heart Disease—Its Major Causes: 16 mm., black and white, sound, 
showing time 10 minutes. Educational collaborator: Wright Adams, M.D., 
Chicago. Produced in 1954 by Encyclopaedia Britannica Films, Inc., 
Wilmette, Ill. Procurable on loan (service charge $2) from Committee on 
Motion Pictures and Medical Television, American Medical Association, 
535 N. Dearborn St., Chicago 10. 


This film consists of pictures of patients illustrating various 
situations that arise out of heart disease and animated diagrams 
illustrating the underlying changes in the heart. The film 
presents an overview of heart disease and concentrates on high 
blood pressure, hardening of the arteries, and rheumatic fever. 
Recent advances in the diagnosis and treatment of heart disease 
are pointed out. The use of the electrocardiogram, angiocardio- 
gram, and heart catheterization are illustrated. Also described 
are the important contribution of new antibiotics, hormones, and 
other drugs as well as recent advances in surgical techniques. 
This film presents a clear concise review of the basic causes of 
heart disease in lay terms. It could be used as an introduction 
to discussions conducted by physicians and would be very bene- 
ficial for lay audiences, 
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MEDICAL LITERATURE ABSTRACTS 


INTERNAL MEDICINE 


Survival of Diabetic Patients After Myocardial Infarction. 
R. F. Bradley and J. W. Bryfogle. Am. J. Med. 20:207-216 
(Feb.) 1956 |New York]. 


Of 656 diabetic patients who died at the Joslin Clinic in 
Boston between 1950 and 1952, death resulted from the effects 
of coronary sclerosis on the heart in 312 patients (47.6%). Of 
102 diabetic patients with myocardial infarction who were ad- 
mitted once or several times to the New England Deaconess 
Hospital in Boston between 1943 and 1948, 44 were men and 
58 were women. Sixty-two patients, 24 men and 38 women, 
survived less than 60 days after the onset of symptoms of myo- 
cardial infarction, an early mortality rate of 60.8%. Of 19 
diabetic patients who were known to have had a previous myo- 
cardial infarction, 14 (74%) failed to survive the present attack. 
Of the remaining 83 patients, in whom the attack represented 
an initial infarct, 48 (57.8%) died within 60 days or less. Thus 
the diabetic patient with acute myocardial infarction has a 
prognosis similar to that of “poor-risk” patients among the 
general population. 

A higher rate in women was expected as a result of the 
higher incidence of diabetes mellitus in women over 55 years of 
age. However, the ratio of 1.3 women to i man was even higher 
than expected. Twice as many women as men between the 
ages of 50 to 69 years were affected. Thus the high incidence 
of myocardial infarction and its high mortality rate in women 
contributed measurably to the over-all poor results. That diabetes 
mellitus per se played a major part in early mortality, particu- 
larly in women, was shown by the fact that 6 (60%) of 10 dia- 
betic women who did not have angina pectoris, hypertension, 
obesity, heart failure, or previous myocardial infarction died 
within 60 days after the infarction as compared to 1 (8.3%) of 
12 men in whom these factors were absent. 

Late survival of diabetic patients after all myocardial infarc- 
tions was also decreased, since only 16 (15.7%) of the 102 pa- 
tients lived five years and only 3 (2.9%) lived 10 years; on 
omission of the 19 patients with known previous myocardial 
infarctions, the eighty-three remaining patients were found to 
survive only slightly longer. 

Early death occurred in all of 11 diabetic patients with marked 
hyperglycemia and acidosis with or without ketosis. Although 
cardiovascular collapse resulted from the diabetic acidosis in 
each of these patients, it could not be shown that changes in 
carbohydrate metabolism were directly related to presence of 
shock or to histological changes in the liver at autopsy. 


Long-Term Treatment with Dicumarol in Myocardial Infarc- 
tion. J. W. Muri. Acta med. scandinav. 153:363-366 (No. 5) 
1956 (In English) [Stockholm, Sweden]. 


Sixty-one men and six women between the ages of 41 and 77 
years who had survived an acute attack of myocardial infarction 
were treated with bishydroxycoumarin (Dicumarol) during the 
acute phase and were discharged from the hospital on a daily 
maintenance dose. The individual dosage varied from 15 to 100 
mg. daily, and the average duration of treatment was 21 months. 
Prothrombin determinations were made according to Owren’s 


The place of publication of the periodicals appears in brackets preceding 
each abstract. 

Periodicals on file in the Library of the American Medical Association 
may be borrowed by members of the Association or its student organi- 
zation and by individuals in continental United States or Canada who 
subscribe to its scientific periodicals. Requests for periodicals should be 
addressed “Library, American Medical Association.” Periodical files cover 
1947 to date only, and no photoduplication services are available. No 
charge is made to members, but the fee for others is 15 cents in stamps 
for each item. Only three periodicals may be borrowed at one time, and 
they must not be kept longer than five days. Periodicals published by the 
American Medical Association are not available for lending but can be 
supplied on purchase order. Reprints as a rule are the property of 
authors and can be obtained for permanent possession only from them, 


technique. Serious hemorrhagic complications did not occur. 
Five of the 67 patients died in the course of the treatment, two 
of a repeated attack of myocardial infarction confirmed by 
autopsy and three suddenly at home. Fifty-three patients resumed 
their previous occupations and nine were disabled, three because 
of congestive heart failure, 5 because of anginal pain on exertion, 
and one because of hemiplegia. Of another group of 37 patients 
who had survived an acute attack of myocardial infarction and 
who were given bishydroxycoumarin during the acute phase 
but not after discharge from the hospital, 11 had a new attack of 
coronary thrombosis within two years and 6 died. 


Experiences with Radioactive Iodine (I'*') in the Treatment of 
Hyperthyroidism. G. A. Lindeboom and T. E. Hoogendijk-van 
Dort. Nederl. tijdschr. geneesk. 100:85-95 (Jan. 14) 1956 (In 
Dutch) (Haarlem, Netherlands]. 


Lindeboom and Hoogendijk-van Dort began to use radioactive 
iodine (I'*!) in the treatment of hyperthyroidism in February, 
1951, and up to May, 1955, they had used this treatment in 60 
patients (SO women and 10 men) of an average age of 48 years. 
They discuss the estimation of the therapeutic dosz on the basis 
of tests with tracer doses and on the basis of an accepted standard, 
pointing out that multinodular goiters generally require larger 
doses. They have been rather cautious as regards the size of the 
dose. In 26 of the 60 patients they found one dose adequate and 
in 17 two doses were sufficient, but in the other patients from 
three to six administrations of radioactive iodine proved neces- 


sary. The total doses ranged from 6 to 15.5xe. 


Diffuse toxic goiter existed in 42 of the 60 patients, a solitary 
adenoma in 5, a multinodular goiter in 6, no goiter in 5, and in 
two patients the radioiodine treatment was administered for 
residuals after strumectomy. Forty-eight or 80% of the patients 
achieved either complete remission or great improvement. Hypo- 
thyroidism developed in four patients and became chronic in two 
of these. In three cases the results were not satisfactory, and four 
patients died of other diseases before the effect of the therapy 
could be established. Because of a long-range carcinogenic effect 
of radioactive substances, this treatment is regarded as inadvis- 
able for patients under the age of 40 years. The danger involved 
is regarded as remote, since so far no thyroid cancer has resulted 
from such treatment, although this mode of treatment has been 
employed (by American investigators) since 1942. Because of 
the possibility of the induction of mutations, the use of radio- 
active substances is inadvisable in persons under the age of 40 
or 45. In persons over this age radioiodine treatment is indicated 
when surgical treatment is rejected, when relapses occur after 
strumectomy, or in patients who have a hypersensitivity to anti- 
thyroid drugs. 


Hamman-Rich Syndrome: Report of a Case Diagnosed Ante- 
mortem by Lung Biopsy and Successfully Treated with Long- 
Term Cortisone Therapy. C. T. Pinney and H. W. Harris. Am. 
J. Med. 20:308-313 (Feb.) 1956 [New York]. 


A case of Hamman-Rich syndrome is described in a 27-year-old 
woman who on admission to Fitzsimons Army Hospital in Denver 
was poorly nourished, slightly dyspneic at rest, and coughed 
spasmodically. Roentgen-ray examination revealed extensive 
pulmonary infiltrates of a lacy and reticular appearance through- 
out both lungs. Fine and coarse nodularity was apparent, and 
there was evidence of slight enlargement of the hilar lymph 
nodes. Because the causation of the disease could not be estab- 
lished, a left thoracotomy was performed and lung tissue was 
obtained that on microscopic examination revealed severe diffuse 
interstitial fibrosis similar to that described by Hamman and 
Rich, The patient was given 200 mg. of cortisone orally combined 
with 300,000 units of penicillin and 1 gm. of streptomycin daily 
by the intramuscular route. Within 48 hours there was a marked 
improvement in the cough and dyspnea. The dose of cortisone 
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was gradually reduced, and serial roentgenograms of the chest 
showed clearing of the infiltrates. The patient was discharged 
from the hospital after 10 weeks of treatment but continued on 
a regimen of 75 mg. of cortisone given orally daily, 400,000 units 
of penicillin orally twice daily, 1 gm. of potassium chloride twice 
daily, as well as a salt-restricted diet. After three months the 
daily dose of cortisone was gradually reduced to 50 mg. daily. 
The patient was seen in the outpatient clinic twice each month. 
Eight and one-half months after initiation of treatment with 
cortisone orally the chest roentgenogram became virtually nor- 
raal. At the time of writing, after 17 months of cortisone therapy, 
with a maintenance dose at present of 40 mg., the patient was 
still clinically well and carried on relatively normal activities. 
This is the longest clinical remission induced by therapy that has 
been reported in the literature. 


A Contribution to the Treatment of the Carotid Sinus Syndrome. 
C. A. Adamson, R. Ekstrand, O. H66k and U. Lindblom. Acta 
med. scandinav. 153:355-362 (No. 5) 1956 (In English) [Stock- 
holm, Sweden]. 


Four cases of carotid sinus syndrome are described in a 72- 
year-old woman and in three men aged 68 years, 74 years, and 
77 years respectively. The first three patients had the essentially 
cardioinhibitory type of the syndrome, with bradycardia and 
asystole. Two of these three patients had gallstones. According 
to the literature, gallstones seem to sensitize the carotid sinus. 
In the fourth patient attacks of unconsciousness preceded by a 
brief dizziness appeared only during treatment with digitoxin, 
which was given to him for about one year after a myocardial 
infarction. Hyperexcitability of the carotid sinus was also estab- 
lished only during this treatment when pressure was exerted on 
the carotid sinus unilaterally with at least three fingertips on the 

carotid artery from the mandibular angle downwards. Digitalis 
sensitization thus seems to have been a contributing factor. Syn- 


cope on swallowing was this patient’s main symptom, and hyper- ~ 


excitability of the carotid sinus probably was caused by a pull 
on the sinus wall on swallowing, either from the cervical mus- 
culature or by the passage of food through the esophagus. The 
four patients were treated with oxyphenonium (Antrenyl) bro- 
mide, a_ diethyl-(2-hydroxyethyl)-methylammonium bromide 
derivative that also contains a-phenylcyclohexane glycolate; it 
is a synthetic inhibitor of vagal activity with long duration. The 
first three patients were given 20 to 30 mg. of the drug orally 
daily for six months and remained free of attacks. Pressure on 
the carotid sinus with three fingertips on the carotid artery from 
the mandibular angle downwards no longer caused asystole. In 
the fourth patient in whom digitalis sensitization was a contribut- 
ing factor, attempts to block the hyperexcitability of the carotid 
sinus with 30 mg. of Antrenyl given orally daily were unsuc- 
cessful. 


Relationship of Immune Response to Group A Streptococci to 
the Course of Acute, Chronic and Recurrent Rheumatic Fever. 
G. H. Stollerman, A. J. Lewis, 1. Schultz and A. Taranta. Am. 
J. Med. 20:163-169 (Feb.) 1956 |New York]. 


The clinical course of rheumatic fever in relation to the factor 
of streptococcic infection was studied in 580 patients hospitalized 
at Irvington House, New York, during the past four years under 
conditions in which the factor of streptococcic infection could 
be evaluated by routine throat cultures made at regular intervals 
and by serial determinations of the serum titer of three strepto- 
coccic antibodies, antistreptolysin O, antistreptokinase, and anti- 
hyaluronidase. Continuous chemoprophylaxis was not admin- 
istered during the first year of the study, but the Streptococcus 
was eradicated whenever its presence was detected by throat 
cultures made at weekly intervals. Continuous chemoprophylaxis 
was practiced during the latter three years of the study in all 

' patients, most of whom received monthly intramuscular injec- 
tions of 1,200,000 units of benzathine penicillin. Others received 
daily oral doses of either 1 gm. of sulfadiazine or 200,000 units 
of buffered penicillin G. 

A high initial titer of either antistreptolysin O, antistrepto- 
kinase, or antihyaluronidase was found in the serums of 95% of 
patients studied within the first two months of onset of the rheu- 
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matic attack. This figure approached 100% in those studies made 
closer to the onset of the attack. The rate of fall of these three 
antibodies bore no relationship to the subsequent clinical course 
of the rheumatic attack. After suppressive treatment with acetyl- 
salicylic acid or cortisone, all frank relapses that were unassoci- 
ated with new streptococcic infections occurred within two 
months. The reappearance of frank rheumatic fever thereafter 
was invariably associated with immunologic evidence of new 
streptococcic infection. The two months after termination of a 


course of treatment with acetylsalicylic acid or cortisone (usually ..« 


administered for 6 to 12 weeks) should be regarded as the critical 
period required to observe the patient for signs or symptoms of 
a spontaneous relapse. After this interval, and providing that 
successful continuous chemoprophylaxis against new streptococ- 
cic infection is maintained and adequate recovery of cardiac 
reserve has been gained, it has been found safe to return patients 
to normal community life with little fear of clinical relapse. The 
fact that “chronic” rheumatic fever occurred in only 4.3% of 
patients when fresh streptococcic infection was prevented is 
another significant argument for effective prophylaxis. 


Clinical Evaluation of Prednisone in Collagen Diseases. J. A. 
Blais, R. Dussault, M. Campbell and others. Canad. M. A. J. 
74:268-274 (Feb. 15) 1956 [Toronto, Canada]. 


Prednisone (Meticorten) was given to 11 patients with collagen 
disease admitted to the Section of Rheumatology of the Medical 
Department of the University Hospital of Montreal, Canada. 
Four patients had rheumatoid arthritis, three disseminated lupus 
erythematosus, two scleroderma, one rheumatoid spondylitis, and 
one hemophilic arthritis. The drug was given in daily doses of 
10 to 50 mg. for varying periods up to 10 months. The patients 
with rheumatoid arthritis were capable of performing few or 
none of the duties of their usual occupation or of self-care before 
the institution of the treatment. 

All of them were improved as the result of treatment, and 
in one of the patients subjective improvement occurred within 
a few hours after the start of the treatment. There were increases 
in body weight, strength, and capacity for work. The electrolytes 
remained within normal limits. The hemoglobin level rose. Mild 
glycosuria was noted in the course of the glucose tolerance test 
in two patients. Serum iron levels and the degree of iron satura- 
tion were studied, but the results of these studies were inconclu- 
sive. Electrophoretic studies revealed a drop in globulins and 
an increase in albumin, with a consequent rise in albumin-globu- 
lin ratio. Similar changes were also observed in patients treated 
with gold salt and in those treated with salicylates. Two of the 
four patients, one of them a mechanic, were able to resume their 


previous work. Treatment had to be discontinued in one woman” 


patient with major improvement because of excessive hirsutism 
and moonface. 

Of the three patients with disseminated lupus erythematosus, 
two had been treated previously by other methods. One of these, 
who had not responded to previous treatment, improved con- 
siderably on a maintenance dose of 10 mg. of prednisone daily; 
the number of L.E. cells, however, was not reduced. In the 
second patient, who was operated on for a draining pilonidal 
fistula, treatment with prednisone had to be discontinued because 
of failure of wound healing. The third patient, who had not been 
treated previously by other methods, showed considerable im- 
provement during therapy with prednisone but died suddenly 
while on maintenance treatment with 15 mg. of prednisone 
given daily. Moderate improvement resulted in the two patients 
with scleroderma. The patient with rheumatoid spondylitis did 
not respond to treatment with prednisone in doses of 40 to 60 
mg. daily. When the dose was increased to 80 mg. daily, the 
patient began to have motor disturbances of overactivity, panic, 
and turmoil state. The dose was decreased to 10 mg. every five 
days, and by the end of four weeks the mental state of the patient 
had cleared, but after 75 days of treatment with prednisone, the 
improvement of the spondylitis was insignficant. In the patient 
with hemophilic arthritis, whose condition was classified as 
plasma thromboplastinogen factor B deficiency, coagulation time 


and prothrombin consumption time did not change after two 
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weeks of treatment with 25 mg. of prednisone daily. Because 
of the high potency of prednisone and the danger of serious 
side-effects, patients to whom the drug is given must be under 
close supervision by their physician. 


Epidemiologic Studies on Antibiotic-Resistant Strains of Micro- 
coccus Pyogenes. R. I. Wise, C. Cranny and W. W. Spink. Am. 
J. Med. 20:176-184 (Feb.) 1956 [New York]. 


Studies carried out during the past decade at the University 
of Minnesota Hospitals, at the Minneapolis General Hospital, 
and at medical centers elsewhere revealed an increasing incidence 
of antibiotic-resistant strains of Micrococcus pyogenes recovered 
from hospitalized patients and from hospital personnel, while 
there has been no associated rise in the incidence of resistant 
strains obtained from outpatients and persons unassociated with 
hospitals. These findings prompted the authors’ comparative 
studies of coagulase-positive strains of micrococci isolated from 
three different environmental groups. Cultures for micrococci 
were obtained from nasopharynges of 208 physicians, nurs2s, 
nurses’ aids, and orderlies on the surgical service of the Uni- 
versity of Minnesota Hospitals in January, 1954. During the 
same month similar cultures were obtained from 200 persons 
in the outpatient clinic who had not been hospitalized or treated 
with antibiotics for at least the preceding six months. A third 
group consisted of 66 inpatients on the surgical service who had 
infections; 96 strains were collected from these patients from 
July 1, 1953, to January, 1954. Serial dilutions of penicillin, 
streptomycin, chlortetracycline (Aureomycin), oxytetracycline 
(Terramycin), chloramphenicol (Chloromycetin), bacitracin, and 
erythromycin in broth were used to test the in vitro suscepti- 
bility of all strains of coagulase-positive micrococci to these 
antibiotics. All cultures were studied for bacteriophage lysis as 
a typing procedure. 

A high percentage of the strains of micrococci recovered from 
the persons in the outpatient clinic were susceptible to the action 
of the antibiotics, whereas “hospital” strains possessed consid- 
erable resistance to most of the antibiotics. Bacteriophage typing 
confirmed the finding that the appearance of resistant micro- 
cocci is a property of certain strains, occurring most frequently 
among the group 3 bacteriophage types and the group that did 
not show lysis. The incidence of resistance of strains was roughly 
proportional to the quantities of antibiotics used in the hospital. 
Antibiotic-resistant strains predominate in the hospital environ- 
ment as a result of a selective process of antibiotic action. These 
resistant strains are carried by patients and by members of the 
hospital staff. The highly resistant strains infect wounds and 
cause pneumonia and genitourinary infection, and in some cases 
Septicemia ensues, often with fatal results. The ubiquity of the 
pathogenic antibiotic-resistant strains of micr@cocci in the hos- 
pital environment indicates the need for prophylactic measures 
to prevent cross infections of patients and the establishment of 
the carrier state in members of the hospital staff. 


Hormonal Influences on the Growth and Progression of Cancer: 
Tests for Hormone Dependency in Mammary and Prostatic 
Cancer. K. Emerson Jr. and A. G. Jessiman. New England J. 
Med. 254:252-258 (Feb. 9) 1956 [Boston]. 


The rationale of palliative treatment of advanced carcinoma 
of the mammary and prostate glands by endocrine therapy is 
based on the alteration of the hormonal environment of the can- 
cer cell. By administration of the appropriate hormone—whether 
it is estrogen, androgen, or cortisone—or by its removal by cas- 
tration, adrenalectomy, or hypophysectomy, the tumor-host rela- 
tion is altered in favor of the host, and an increase in resistance 
to the growth of the tumor cells results. Results of hormone 
therapy are unpredictable; for example, in the treatment of 
carcinoma of the breast in premenopausal women, testosterone 
propionate generally produces both better subjective and objec- 
tive remissions than stilbestrol, whereas in postmenopausal 
women, estrogens are more frequently effective. In a certain 
proportion of patients in both age groups estrogenic substances 

_ may increase the rate of tumor growth. So far there has been 
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no satisfactory method for the selection of cases of mammary 
and prostatic cancer that will respond favorably to gonadectomy 
or adrenalectomy. 

The authors describe two methods by which such hormone 
dependency may be evaluated: the sex-hormone-stimulation test, 
in which results are assessed by observation of the increase in 
urinary calcium excretion and subjective symptoms; and the 
cortisone-inhibition test, in which the result is judged by the 
decrease in urinary calcitm excretion and improvement in sub- 
jective symptoms. Examples of these tests are shown, and the 
results are correlated with the clinical response of cancer patients 
to ovariectomy and adrenalectomy. 


Therapeutic Trends in Lymph Node Tuberculosis. J. R. Spengler 
and J. M. Wilkie. Wisconsin M. J. 55:167-169 (Feb.) 1956 
|Madison, Wis.]. 


Spengler and Wilkie investigated the efficacy of adequate bed 
rest and antimicrobial therapy in the treatment of tuberculosis 
of the lymph nodes. Sixteen patients, 13 of whom were Negroes, 
were included in this study. All patients were males. The age 
range was from 23 to 45 years. The diagnosis was established by 
biopsy with isolation of acid-fast bacilli in 15 patients, while one 
diagnosis was established by isolation of acid-fast bacilli on 
aspiration biopsy of a fluctuant lymph node. The most frequent 
sites of involvement were (1) cervical lymph nodes, 11 cases; 
(2) supraclavicular lymph nodes, 7 cases; and (3) axillary lymph 
nodes, 4 cases. Associated pulmonary tuberculosis was noted in 
nine of the patients, and hematogenous dissemination was present 
in three. Tuberculosis of the lymph nodes proved to be a local 
manifestation of systemic diesase in all but four of the cases 
reported in this study. 

The mean duration of hospitalization was 14.3 months. Anti- 
microbial therapy was given during this time and was continued 
on an outpatient basis. Eight patients received the antimicrobial 
therapy program of isoniazid, aminosalicylic acid, and strep- 
tomycin, while four of the patients received aminosalicylic acid 
and streptomycin. One patient received isoniazid and strepto- 
mycin, and two received streptomycin and aminosalicylic acid 
with the addition of oxytetracycline (Terramycin). One patient 
failed to respond to therapy. Incision and drainage of fluctuant 
masses was used in two patients and excision of residual cervical 
lymph nodes in one. The good results in this series demonstrate 
that antimicrobial therapy is the treatment of choice, along with 
ancillary surgical intervention when indicated. 


Action of “Ecolid” in Man. F. H. Smirk and M. Hamilton. Brit. 
M. J. 1:319-322 (Feb. 11) 1956 [London, England]. 


Ecolid, which is 4,5,6,7-tetrachloro-2-(2-dimethylaminoethyl) 
isoindoline dimethochloride, is a new hypotensive agent. Al- 
though possessing two quaternary nitrogen groupings, it differs 
structurally from hexamethonium and pentolinium. Ecolid has 
been administered by subcutaneous injection (in a 2% aqueous 
solution and in a 2% solution in 20% polyvinylpyrrolidone with 
0.5% ephedrine) and has also been given by mouth. Administered 
parenterally, ecolid is twice as potent as pentolinium; to produce 
an equivalent hypotensive effect the dose of ecolid required was 
2.1 times less than that of pentolinium. Ecolid is on the average 
15 times as potent with parenteral as with oral administration. 
The fall in blood pressure after administration of ecolid is, as 
with hexamethonium and pentolinium, greatest when the patient 
is standing, least when he is lying down, and intermediate when 
he is sitting. The fall in blood pressure is generally increased 
after a meal is taken during the time that the ecolid is acting. 
Symptoms attributed to hypertension, particularly headache and 
dyspnea, subside as rapidly as after treatment with pentolinium. 
The side-effects so far observed with this compound are similar 
to those resulting from administration of other ganglion-blocking 
agents. 

Of 15 patients who had received maintenance doses of ecolid 
for periods ranging from one to eight months, 4 have received 
parenteral therapy; the blood pressures of the remaining 11 were 
stabilized with orally administered ecolid, 6 of them having 
started treatment with the parenteral preparation of the com- 
pourd. The response to therapy shown by this group has been 
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no different from that observed with pentolinium. Some patients 
are more comfortable when receiving pentolinium and others 
when they are treated with ecolid. The authors had expected that 
patients requiring large doses might respond better to the more 
potent drug. This proved true in some instances, The only con- 
clusion reached by the authors is that ecolid merits further 
clinical trial. 


Subacute Bacterial Endocarditis: Splenectomy in Cases Refrac- 
tory to Antibiotic Therapy. C. J. Lingeman, E. B. Smith, J. S. 
Battersby and R. H. Behnke. A. M. A. Arch. Int. Med. 97:309- 
314 (March) 1956 [Chicago]. 


Three cases of typical subacute bacterial endocarditis are de- 
scribed in a 27-year-old woman, a 22-year-old pregnant woman, 
and a 31-year-old man. Each of the patients had severe pain in 
the left upper quadrant of the abdomen and continuous bac- 
teremia in the presence of high blood levels of antibiotics (peni- 
cillin and chloramphenicol). There was evidence of pleural 
reaction or fluid accumulation in the adjacent left hemithorax. 
Because of the failure of antibiotic therapy, splenectomy was 
performed in each of the three patients. After splenectomy, each 
patient became afebrile and repeated blood cultures were nega- 
tive. The removed spleens contained “infected” infarcts, and 
streptococci were cultured from two. In each patient, the infected 
infarct of the spleen had apparently been the source of the 
persistent bacteremia. Two of the patients are living eight years 
and two and one-half years, respectively, after splenectomy and 
are free of evidence of infection. The third patient showed clinical 
improvement for about five years but later died of congestive 
heart failure with evidence of severe rheumatic valvular disease. 

Splenomegaly is present in most patients with subacute bac- 
terial endocarditis. The common pathological changes in these 
enlarged spleens are congestion, hyperplasia, and infarction. A 
splenic infarct probably becomes infected more often than is 
suspected. The necrotic material, protected by a capsule of 
granulation or fibrous tissue, is excellent cukure medium for 
bacteria. Antibiotics, even at high blood levels, apparently cannot 
penetrate the “barrier” to eradicate the focus. Splenectomy is a 
valuable therapeutic procedure in selected patients with subacute 
bacterial endocarditis in whom adequate and appropriate anti- 
biotic therapy fails, 


Nausea and Vomiting, Without Abdominal Pain, Due to Giardi- 
asis. M. Weingarten and J. J. Serwer. Am. J. Gastroenterol. 
25:131-136 (Feb.) 1956 [New York]. 


The authors present histories of six patients (four adults and 
two children) who had recurrent episodes of nausea and vomiting 
over long periods of time without experiencing any abdominal 
pain. The first patient, a 31-year-old woman, was seen in Novem- 
ber, 1942. She had given birth to a child in November, 1938, 
after a pregnancy during which she had been troubled by per- 
sistent vomiting from the fourth to the eighth month. This 
vomiting was considered to be due to her pregnant state. Six 
months after delivery, she again commenced to vomit after every 
meal without experiencing any pain. This lasted for three months 
and then ceased. In June, 1942, vomiting recurred, again without 
any abdominal pain. She had consulted several gastroenterolo- 
gists, and repeated roentgenographic studies of her gastrointes- 
tinal tract had been made with negative results. Cholecystog- 
raphy revealed a moderately large gallbladder that failed to 
contract after a fatty meal. Duodenal intubation for drainage of 
the gallbladder revealed that all of the specimens obtained 
swarmed with motile Giardia lamblia. Quinacrine (Atabrine) 
hydrochloride was prescribed, to be taken in doses of 0.1 gm. 
three times daily for five days. The vomiting ceased after she had 
taken nine tablets. Two weeks later, no Giardia were found on 
duodenal intubation. Thirteen years have now elapsed, and there 
has been no recurrence of vomiting. The other five patients were 
also found to have giardiasis and responded to the treatment 
with quinacrine hydrochloride. A single five-day course of this 
drug will cure 94% of patients with giardiasis. Another 6% 
require a second course, after which the infestation is nearly 
always eliminated. 


J.A.M.A,, May 19, 1956 


Effects of a Low Fat Diet on the Incidence of Gallbladder Dis- 
ease. L. M. Morrison. Am. J. Gastroenterol. 25:158-163 (Feb.) 
1956 [New York]. 


Morrison presents observations on 100 patients who over a 
period of 10 years received a low-fat diet. The group included 
persons with such disorders as obesity, peptic ulcer, colitis, hy- 
pertension, psychoneuroses, and hypercholesterolemia. The diet 
provided a daily intake of 25 gm. of fat (75 mg. of cholesterol), 
75 to 125 gm. of protein, and from 100 to 200 gm. of carbo- 
hydrates. A multivitamin preparation and supplements of wheat 
germ or brewer’s yeast were given as required for optimal nutri- 
tion. A group of 100 other patients, who consumed an unre- 
stricted average American diet, served as controls. Gallbladder 
dyspepsia and distress developed in only one of the 100 patients 
who remained on the low-fat, low-cholesterol diet for 10 years. 
This 55-year-old man had four brothers who died of coronary 
thrombosis; the patient had hyperlipemia, was resistant to ther- 
apy, and died after a coronary thrombosis. Autopsy revealed 
pathological changes in the gallbladder and cholelithiasis. Among 
the 100 patients observed while on their uncontrolled customary 
American dietary fat intake, there were 8 in whom gallbladder 
symptoms developed, 3 of them requiring cholecystectomy during 
the 10-year period. 

The ages of the dietetically treated group ranged from 36 to 75 
years and of the control group from 33 to 74 years. No specific 
medicament for the gallbladder was used in either group. The 
distribution of sexes was similar in each group. There were 38 
males and 63 females in the dietetically managed series and 35 
males and 65 females in the control series. The average weight 
loss in the dietetically treated group was 21 Ib. (9.5 kg.) in the 
men and 17 lb. (7.7 kg.) in the women, The reductions in total 
serum cholesterol levels were substantial. Studies of bile chem- 
istry revealed that high fat intake was associated with increased 
cholesterol and suppression of bile salts in the bile. Suppression 
of the bile salt concentration in the bile causes precipitation of 
cholesterol and calcium bilirubin pigment, with the production 
of gallstones. These studies suggest that low-fat diets, such as 


those followed in certain Asiatic countries, are responsible for. 


the absence or low incidence of gallbladder disease in those 
countries. These findings also suggest the advisability of low-fat 
diets for patients who have cholelithiasis or who have had surgi-' 
cal procedures for gallstones. 


Treatment of Chronic Granulocytic Leukemia with Myleran. 
J. Louis, L. R. Limarzi and W. R. Best. A. M. A. Arch. Int. Med. 
97:299-308 (March) 1956 [Chicago]. 


Thirteen female and 11 male patients between the ages of 2 
and 72 years with chronic granulocytic leukemia were treated 
with 1,4-dimeth If ybutane (Myleran) for periods rang- 
ing from one to 13 months. The initial dose of the drug depended 
on the height of the leukocyte count. Patients with counts greater 
than 100,000 cells per cubic millimeter received 8 to 10 mg. 
daily; those with counts between 50,000 and 100,000 received’ 
6 to 8 mg. daily, and those with counts less than 50,000 received ' 
less than 6 mg. daily. Reduction in the leukocyte count occurred, 
during the first two weeks of therapy. The initial dose was re- 
duced according to the rate at which the white blood cell count 
decreased. The white blood cell counts were reduced to normal 
levels, i. e., less than 12,500 cells per cubic millimeter, in all of: 
the patients after 3 to 12 weeks of treatment, with the use of 
total doses ranging from 70 to 534 mg. of Myleran. The main- 
tenance dose was established as soon as the white blood cell 
count approached normal; the dose varied with the individual 
patient and ranged from 2 mg. per week to 4 mg. per day. Two 
patients did not receive maintenance treatment and maintained 
normal white blood cel! counts for one and six months respec- 
tively. Duration of remissions in the other patients ranged from 
one to 13 months. Seven patients had relapses, one patient twice 
and another five times. All responded to a subsequent course of. 
Myleran. The dose schedule was similar to the initial schedule 
in all except the patient who had five relapses. This patient re- 
quired higher doses of the drug after each subsequent relapse; 
after the last relapse, he required 14 mg. of the drug daily for: 
two weeks before the white blood cell count became normal. 
The relapse rate, to date, is 0.75 relapses per patient. 
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The degree of peripheral immaturity paralleled the changes in 
the white blood cell count. Relative disproportion in the per- 
centage of these elements occurred during active white blood cell 
count reduction, owing to the difference in the rate of reduction. 
All stages of granulopoiesis in the peripheral blood were de- 
creased with Myleran therapy. Improvement in subjective symp- 
toms, anemia, and hepatosplenomegaly was a prominent feature. 

Amenorrhea occurring in four young women was associated 

with endometrial atrophy. Five patients died in the course of the 
treatment from complications of chronic granulocytic leukemia. 
One patient receiving unsupervised treatment died from a drug- 
induced hemopoietic aplasia. Close observation with weekly 
hemoglobin determinations and leukocyte counts is of paramount 
importance. Patients receiving more than 10 mg. of the drug per 
day should have semiweekly hemograms. Myleran appears to be 
an effective agent in producing temporary remission in chronic 
granulocytic leukemia. Its effectiveness varies with the patient 
, treated. It has some advantages over existing forms of therapy, 
. including ease of administration, absence of cumulative effect 
_ and side-effects, and close control of response. Results obtained 
with Myleran therapy appear similar to those obtained from 
roentgen irradiation. The effect of Myleran on the life expectancy 
of the patient with chronic granulocytic leukemia is not known. 
.After the author’s paper was submitted for publication, 8 addi- 
tional patients were treated with Myleran, making a total of 32 
patients. The hematological and clinical findings in the 8 patients 
were similar to those in the other 24 patients. Two of the original 
patients showed good response to subsequent roentgen irradia- 
tion, contrary to what has been reported by other workers. 


The Postgastrectomy Complex Deficiency Syndrome: Clinical, 
Biological, and Histochemical Study. G. Moretti and A. Geyer. 
Presse méd. 64:226-231 (Feb. 8) 1956 (In French) [Paris, France]. 


Four cases of deficiency syndromes after gastric resection are 
described. Two of the patients died and were examined at 
autopsy. The principal symptoms were diarrhea and edema lead- 
ing to cachexia. The other manifestations were also characteristic 
of malnutrition. One patient had purpura and another ecchy- 
mosis of the face. The syndrome had its onset six years, three 
months, two and a half years, and six years after gastrectomy in 
the four patients. In the three cases of later onset, lack of teeth 
and alcoholism were the two most important aggravating factors. 
The fact that the multiple deficiency syndrome appears only in 
a small percentage of patients surviving gastrectomy probably 
means that some such complicating factors are essential to its 
development. The internal factors responsible for the disorder 
are: (1) insufficiently digested food arriving in the jejunum (this 
-in itself can provoke diarrhea); (2) lack of gastric and pancreatic 
digestive enzymes; (3) faulty intestinal absorption resulting in hy- 
poglycemia; and (4) changes in the serum metabolites and endo- 
crine secretions and repercussions on the organism as a whole. 
Prolonged dysfunction of various organs results in irreversible 
structural changes. Thus, while treatment with protein-enriched 
skimmed milk proved of great value in the authors’ two surviving 
patients, the disease had progressed too far to permit recovery 
in the other two. 


Clinical and Metabolic Effects of Prednisone and Prednisolone in 

‘Rheumatoid Arthritis. D. H. Neustadt, R. McClendon, F. A. 
Olash and M. Best. J. Kentucky M. A. 54:131-137 (Feb.) 1956 
{Louisville, Ky.]. 


The authors report their experiences with the two synthetic 
steroids, prednisone and prednisolone, in the treatment of 16 
patients with active rheumatoid arthritis and in one with ankylos- 
ing spondylitis. The initial daily dose was 20 or 30 mg., given 
in four divided doses after meals and at bedtime. The dose was 
reduced stepwise, by decrements of 2.5 to 5 mg. at intervals of 
4 to 10 days, until the lowest dose was established that would 
satisfactorily control the disease. This maintenance dose varied 
from case to case and ranged from 10 to 15 mg. Changes in 
the progression and the activity of the disease often required 
increases in dosage for short periods. No dietary or sodium 
restrictions were employed unless they were required by an 
associated condition, and no supplementary potassium salts were 
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given. Treatment with salicylates and physiotherapeutic measures 
were continued. Some patients received intrasynovial instillations 
of the compound. Control experiments consisted of substitution 
of placebos for the steroids, without the knowledge of the pa- 
tient. In 12 patients treatment was started with prednisone and 
in five with prednisolone. No appreciable difference in efficacy 
was noted when the drugs were interchanged at the same dosage 
level. 


Complete remission occurred in one patient and great improve- 
ment in 12. Thus, striking antirheumatic effects were obtained 
in 13 of 17 patients. Therapy is suppressive, and when interrupted 
with placebo administration, there is usually a relapse. No sig- 
nificant influence on hematocrit, hemoglobin, and total red or 
white blood cell or differential count was observed. Abnormal 
sedimentation rates and reversed albumin-globulin ratios were 
restored to normal or near normal levels in the majority of the 
patients. Mild interference with dextrose utilization was found 
in two patients. Serial determinations of serum cholesterol and 
total lipid revealed a trend toward increase during therapy. Nine 
patients displayed 23 side-effects. Twenty-one were minor in 
nature and comparable to the adrenal cortical effects resulting 
from the older steroids. One patient had purpura and one had 
gastric ulcer. The chief advantages of the new steroids are that 
they are effective in some patients who cannot be adequately 
controlled by the older steroids and that they do not cause fluid 
retention. 


Resistance of Mycobacterium Tuberculosis in Treatment of 
Patients with Tuberculosis of the Lungs. A. E. Rabukhin, N. 1. 
Massen and A. S. Kholtsman. Klinicheskaya med. 33:13-18 
(Dec.) 1955 (In Russian) [Moscow, U. S. S. R.]. 


The frequency and degree of drug resistance of Mycobacterium 
tuberculosis organisms found in the sputums of 200 patients with 
various forms of pulmonary tuberculosis were determined. Pri- 
mary resistance of the bacilli seldom appeared in patients not 
previously treated with antibiotics. Resistance manifested itself 
more frequently and sooner when only one chemotherapeutic 
agent was used than it did in combined therapy. It increased in 
proportion to the total dose of the preparation used. It was seen 
more often during treatment with phthivazid (an isonicotinic acid 
preparation) than in streptomycin therapy. Aminosalicylic acid 
(PAS) and phthivazid were more successful in preventing the 
development of resistance to streptomycin than was streptomycin 
in preventing resistance to phthivazid. The results of antibiotic 
therapy depend chiefly on the patient’s general condition and the 
form of his basic disease process. The status of resistance on the 
part of the tubercle bacilli is also an important factor. Chemo- 
therapy is most effective in patients with focal, infiltrative, or 
disseminated pulmonary tuberculosis in whom the micro-organ- 
isms are still sensitive, but it is unsuitable for treating chronic 
fibrocavernous disease or patients who show resistant M. tubercu- 
losis on sputum examination. The data support the idea of suit- 
ability of combined therapy in the treatment of patients with 
all forms of tuberculosis and the importance of instituting a 
systematic search for resistance. 


Non-Viral Factors in the Cause of Common Colds. J. R. Jehl. 
J. M. Soc. New Jersey 53:69-71 (Feb.) 1956 [Trenton, N. J.]. 


The author thinks that viruses are blamed for colds too often 
and that other causes are neglected. He has seen infants’ colds 
clear up when the formula has been changed from milk to a 
substitute such as a soy bean preparation. Other children give a 
history of six to eight “colds” every winter. They are well from 
about mid-May to mid-October, but about the time the heat is 
turned on the colds begin. Is this due to overheating and dehu- 
midified air, to bacteria and viruses, to poor ventilation, or to the 
repeated irritation of the tissues of the respiratory tract by the 
various animal hairs that are so plentiful in our homes? The 
relationship of foods and inhalants to colds and fever may be 
puzzling. The acute catarrhal stage produces swollen, boggy 
tissues that are more easily invaded by the bacterial inhabitants 
of the nose and throat. Their growth produces more symptoms, 
with fever and pus formation in the tonsils, ears, and adenoids, 
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This phase responds to treatment with antibiotics. The medica- 
ments are necessary and helpful. If, however, these children 
keep away from their allergens, they do not get the first phase and 
consequently avoid the second phase. 

Tonsillectomy is sometimes a failure. Some children develop 
their first attacks of asthma after tonsillectomy. Yet tonsillectomy 
is often needed urgently. If the allergic picture is controlled first, 
that is, if the house is made a little less dusty and the intake of 
the allergenic foods is restricted, the results are much better. The 
author stresses the pediatric aspects of the problem of frequent 
colds, but the parents’ colds sometimes respond to the same 
management. Colds are known to run through families; while 

‘not denying the possibility of a virus causing colds, the author 
points out that allergy is a family affair and that people living 
in the same house are subjected to similar conditions of environ- 
ment and diet. 


SURGERY 


Lumbar and Sacral Compression Radiculitis (Herniated Lumbar 
Disk Syndrome). D. Munro. New England J. Med, 254:243-252 
(Feb. 9) 1956 [Boston]. 


This report is concerned with a clinical investigation carried 
out between 1937 and 1955 on 545 patients who either had or 
were believed to have a low lumbar and upper sacral compressive 
radiculitis. This was most frequently caused by a ruptured inter- 
vertebral disk with protrusion or extrusion of a nucleus pulposus, 
but other changes causing the radiculitis were found to be almost 
as important. The commonest cause of injuries leading to a 
lumbar or upper sacral compressive radiculitis or cauda equinitis 
was “lifting,” the next commonest “a fall,” and in others no 
cause could be ascertained. The usual history is that of an injury 
with recovery after conservative therapy, followed months or 
years later by a succession of similar back injuries, each of which 
is followed by greater and greater invalidism and less and less 
relief from conservative therapy. The majority of these patients 
come to “advised” or “actual” operative therapy within two 
years of the initial injury. Four hundred thirty-four myelographic 
studies were made, and in 53% the operative findings agreed with 
the preoperative myelographic diagnosis; in 13% the findings 
disagreed, and in 13% the films were technically unreadable. 
The incidence of postmyelographic complications was 6%. 
Several contrast mediums were used, but pantopaque was found 
to be most satisfactory. 

Compressive radiculitis or compression of the cauda equina 
justifies surgical treatment, whereas the estimated cause of the 
compression is of secondary importance. The most important 
technical considerations in surgery are, first, adequate exposure, 
‘involving, if necessary, removal of the intervertebral facets, and, 
second, “superhemostasis.” The second is primarily dependent 
‘on the first. The stability of the lumbar spine resides only in the 
ligamentous structures binding the vertebral bodies, pedicles, 
laminas, and spinous processes together. The author considers 
‘fusion absolutely contraindicated as a part of the hemilamin- 
ectomy done to relieve the compression of the root or cauda 
equina. If it is indicated three to six months later on adequate 
evidence, it will be quite time enough to perform it then. Fusion 
was performed in only three of the 545 patients. 

Root compression, whether alone or in conjunction with a 
protruded or extruded nucleus, is often overlooked. This is 
extremely important, and at the author’s clinic it has been the 
custom to open the dural root sheath, ascertain its capacity in 
relation to the size of the included root by instrumental palpation, 
and then do the same to the intervertebral foramen. Compressed 
roots are decompressed by splitting the dural sheath lengthwise 
or by a foraminotomy or both. The greatest postoperative com- 
plication and the most difficult one to control has been the 
development of hematomas deep in the wound, with their re- 
sultant complications such as scars, compressions, adhesions, and 

sepsis. Four of the 375 patients operated on died. 


J.A.M.A., May 19, 1956 


Salivary Gland Mixed Tumors: Review and Report on Material. 


-O. Agner and K. Nielsen. Ugeskr. lager 118:121-131 (Feb. 2) 


1956 (In Danish) |Copenhagen, Denmark}. 


Most salivary gland mixed tumors are benign on histological 


examination, but the frequency of malignancy is greater than 


is generally assumed. Every mixed tumor will recur if in- 
completely removed. A mixed tumor found to be benign on 
examination can become malignant, and the malignancy can 
occur at any time, sometimes rapidly. Metastases have been seen 
from histologically benign tumors. Every salivary gland mixed 
tumor must be regarded as potentially malignant and treated 
accordingly. Treatment must be instituted as early as possible. 


_Of 98 histologically verified salivary gland mixed tumors in 48 


men and 58 women aged from 13 to over 80 years but mostly 
between 31 and 60, 88 were histologically benign and 10 histo- 
logically malignant or strongly suspect. In 80 cases the tumor 
was in the parotid gland. In many cases the tumor had been 
present for a number of years. Seventy-two tumors were treated 
primarily and 26 secondarily. The combined radiosurgical treat- 
ment applied in the Radium Station and the Rigshospital is as 
effective as other methods of treatment. 


The Present Status of Pulmonary Resection in the Treatment 
of Localized Necrotic Residuals of Pulmonary Tuberculosis: 
A Review. P. F. Ware, H.-K. Stauss, R. J. Dillon and C. W, 
Tempel. Am. Rev. Tuberc. 73:165-190 (Feb.) 1956 [New 
York]. 


Proper management of residual necrotic lesions in patients 
with pulmonary tuberculosis who have been given long-term 
chemotherapeutic treatment must be based on a consideration 


_of (1) the viability of the morphologically normal tubercle bacilli 


contained in almost all such lesions; (2) the basic pathological 


changes presented by the lesions; and (3) their response to chemo- 


therapy. The percentage of cultures positive for tubercle bacilli 
being obtained, even from closed lesions, by improved methods 
of culture is constantly increasing. The indications are, there- 
fore, that the bacilli contained in the lesions are either viable 


-or revivable and that they constitute a potential hazard for the 


patient. Study of pathological specimens showing various types 
of residual lesions should ultimately make it possible to distin- 
guish those that can safely be treated by long-term chemotherapy 
alone from those that require resection. 

Pathological studies also furnish valuable assistance in the 
planning of the patient’s treatment by providing information in 
regard to the activity of the disease and the possible existence 
of previously unsuspected lesions, persistent bronchial communi- 
cations with cavitary lesions, and, frequently, unsuspected 
bronchial disease. Segmental resection is the procedure of choice 
when resection is indicated in the treatment of residual lesions 
after prolonged chemotherapy; wedge resection should be 
avoided because of the potentially hazardous nature of the 
lesions and the high incidence of extensive active subsegmental 
endobronchial tuberculosis. The operative mortality and mor- 
bidity must also be given due consideration; in young, otherwise 
healthy patients the operative mortality for segmental resection 
is certainly less than 1%. Most serious residual necrotic lesions 
in such a patient should be resected, but the patient should not 
be subjected to an unusual operative hazard of an immediate 
nature in order to prevent a later local relapse, which, though 
it may be serious, does not ordinarily constitute a threat to life. 
Preliminary follow-up data in more than 350 sublobar resections 
performed in Fitzsimons Army Hospital during the three-and- 
one-half-year period from June, 1951, through December, 1954, 
show that infectiousness was reversed in more than 98% of 
the patients. 


Gastropexy as Only Intervention in Hiatus Hernias. R. Nissen. 
Deutsche med. Wehnschr. 81:185-188 (Feb. 10) 1956 (In 
German) |Stuttgart, Germany]. 


In the gastropexy recommended by Nissen, the hernial sac 
and the hernial aperture are not touched; the stomach is attached 
to the anterior abdominal wall. The abdomen is opened by a 
short pararectal incision on the left side. Stomach and pylorus 
are pulled into the abdomen through the strangulating hiatus. 
A pedicled fascial flap is cut from the anterior fascia of the 


] 
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rectus muscle, the stomach is-pulled downward, the aponeurotic 
strip is attached to the anterior wall of the stomach, and the 
free end of the strip is brought out through the abdominal open- 
ing, where it is sutured to the edges of the sheath of the rectus 
muscle. The anterior wall of the stomach, particularly that of 
the lesser curvature, is fastened with several sutures to the pari- 
etal peritoneum. Elderly patients in whom this surgical proce- 
dure had been used 10 and 6 years previously are still free 
from relapse, although one of them had had a paraesophageal 
hernia for twenty years before gastropexy was done. The author 
described the technique two years ago, but finds that Boerema 
also uses practically the same procedure. The procedure is espe- 
cially helpful in elderly patients who are in such a weakened 
condition that they do not readily tolerate the removal of the 
hernial sac and closure of the hernial opening. 

Strangulated Diaphragmatic Hernia with Torsion of the 
Stomach. T. H. Sellors and C. Papp. Brit. J. Surg. 43:289-292 
(Nov.) 1955 [Bristol, England]. 


Strangulation in herniation through the diaphragm involves 
great danger, because of the rapid progress of symptoms. The 
onset is marked by vomiting and pain in the epigastrium radi- 
ating to the chest and left shoulder; hiccup and sudden short- 
ness of breath may occur, but none of these is usually severe 
enough to draw attention to the impending disaster. In general, 
the picture is more suggestive of a chest condition than an 
abdominal one, and rupture of the esophagus gives somewhat 
similar features. The mediastinum is often displaced by the 
pressure, and difficulty in breathing is constant. Severe shock 
and prostration are associated with the increasing distress and 
shortness of breath. If radiological examination is possible, 
the air-containing loculus may be visualized and even confused 
with a tension cyst, a hemothorax, or a high diaphragm. The 
presence of a large effusion may obscure the displaced stomach. 
Diagnosis is always difficult unless the possibility of an intra- 
thoracic portion of the stomach is considered. The most satis- 
factory clue is a definite history of diaphragmatic hernia. 

This was the case in the man whose history is presented. A 
barium meal had revealed an esophageal hiatal hernia four 
years previously, but he had remained well with only occasional 
discomfort. He awoke early one morning with severe colic in 
the epigastrium; the pain spread to the left chest and he vomited 
repeatedly. He had had a heavy meal the night before. The 
radiographs taken at the time of the strangulation showed 
enormous dilatation of the stomach, with one part lying above 
the diaphragm and the other consisting of the fundus and 
neighboring part of the body of the stomach. These sacs com- 
municated freely, but at first there was no passage of barium 
into the antral end of the stomach. Ai the end of three-quarters 
of an hour the obstruction was slightly relieved and the barium 
passed through the pylorus in small quantities 

The surgical approach was a left lateral thoracotomy through 
the bed of the seventh rib. On retracting the lung, a large 
mass of stomach about the size of a grapefruit emerging through 
the esophageal hiatus and firmly impacted was seen. The vessels 
were engorged and purple, and the surface of the stomach 
congested. The diaphragm was incised anteroposteriorly in the 
region of the central tendon and the abdomen opened. The 
intrathoracic portion of the stomach consisted of the body of 
the stomach, which was placed so that the curvatures were 
reversed. The remainder of the stomach within the abdomen was 
twisted on its long axis. By gentle manipulation, after removal 
of considerable masses of adherent omental fat, the hernia was 
reduced into the abdomen. Freeing of infradiaphragmatic ad- 
hesions from the greater curvature allowed the stomach to take 
up its normal position. The hiatal orifice was closed by placing 
several stout sutures between the separated crural fibers posterior 
to the esophagus, which was of normal length. The esophageal 
fibers were then sutured to the hiatal ring to maintain the 
position of the lower esophagus in relation to the diaphragm. 
Convalescence was uneventful. The authors comment on two 
types of torsion or volvulus that may be associated with dia- 
phragmatic hernia, and they show that posture plays a part in 
the development and size of the hernial sac. 


Duodenum 
Ann. Surg. 143:276-279 (Feb.) 1956 [Philadelphia]. 
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Peptic Ulcer of the Second Part of the . C. W. Clark. 


Four cases of ulcer in the descending, postbulbar, or second 
portion of the duodenum are described in two women aged 37 
and 33 years and in two men aged 66 and 72 years. The two 
women had atypical epigastric pain, often seen in patients with 
ulcer of the second portion of the duodenum. This pain is severe, 
colic-like, referred to the back, unrelieved by diet or alkali, 
and often associated with nausea and vomiting. The two men 
complained of black stools, and their cases showed that 
hemorrhage may be the outstanding symptom in postbulbar 
ulcer, The two women and the younger man were operated on 
and recovered after their partial gastrectomies. One of the 
women returned to the hospital eight months after the operation 
with a history of pain and vomiting of blood for one month. 
Roentgenograms revealed a jejunal ulcer, 5 cm. below the stoma. 
A subdiaphragmatic vagotomy was done. The second portion 
of the duodenum was normal, ard the original mass had entirely 
disappeared. The older man underwent partial gastrectomy and 
died on the 13th postoperative day. Autcpsy revealed a definite 
duodenal ulcer 2 cm. above the duodenal papilla in the medial 
wall. Chronic giomerulonephritis, with acute hemorrhagic 
glomerulonephritis, also was found. Ulcers of the descending, 
postbulbar portion of the duodenum are more common than 
generally recognized. The radiologist must pay careful aftention 
to the second portion of the duodenum or the diagnosis may be 
missed. The surgeon may miss the ulcer, as happened in one 
of the patients, unless he examines the deeply placed second 
portion of the duodenum very carefully. 


Ruptured Spleen. R. E. B. Tagart. Brit. J. Surg. 43:283-288 
(Nov.) 1955 [Bristol, England]. 


The author presents observations on 17 patients with traumatic 
rupture of the spleen. The condition seems to have become 
commoner, since 14 of the 17 patients were treated during the 
last five years. In 7 of the 14 patients for whom the necessary 
information was available, the injury causing splenic rupture was 
sustained in an automobile or motorcycle accident. Six of the 
seven patients in whom the injury was severe were involved in 
motor vehicle accidents. The injury causing rupture is some- 
times surprisingly slight, particularly in children. The spleen is 
the organ most commonly ruptured in nonpenetrating abdominal 
injuries, and it is also usually the only organ that is injured. 
If there is an associated injury it is most frequently a fracture 
of the left lower ribs and, after that, damage to the left kidney, 

The diagnosis is usually simple, although the clinical picture 
varies. Patients with slow or delayed hemorrhage present the 
most difficult diagnostic problem. The diagnostic value of various 
clinical features is discussed. Pain referred to the left shoulder 
is the most valuable single sign. Ballance’s sign (fixed dulness in 
the left flank, shifting dulness on the right) is of negligible 
diagnostic value. Plain x-ray examination of the abdomen 
showing depression of the splenic flexure of the colon by the 
perisplenic hematoma may be of assistance in doubtful cases. 

Splenectomy is the treatment of choice. Preoperative measures 
include blood transfusion where necessary, passage of a stomach 
tube, and examination of the urine for red blood cells. An 
upper midline incision with, if necessary, an extension across 
the left rectus muscle, is recommended. In carrying out the 
splenectomy it may be desirable to reverse the usual order of 
events, dividing first the gastrosplenic ligament, then the main 
splenic vessels, and the lienorenal ligament last. In the post- 
operative period, special attention should be given to ensuring. 
adequate ventilation of the lung bases. Pleural effusions should 
be watched for and aspirated. There was only one serious im- 
mediate postoperative complication in this series, a left anterior 
subphrenic abscess. Late follow-up revealed no impairment of 
general health. 


The Pathology and Treatment of Venous Ulcers of the 
F. B. Cockett. Brit, J. Surg. 43:260-278 (Nov.) 1955 [Bristol, 
England]. 


The concentration of a large number of patients with venous 
ulcers of the leg in one clinic provided the author with an 
opportunity for a clinical survey of 234 cases of ulcer of the, 


280 MEDICAL LITERATURE ABSTRACTS 


leg. Of patients with ulcers of venous origin, only 52% have 
an incompetent great ot small saphenous system, 21% have a 
definite history of previous femoral thrombosis or “white leg,” 
and 27% have neither an incompetent saphenous system nor a 
definite history of thrombosis. These three classifications are 
designated groups 1, 2, and 3 respectively. The author gives a 
detailed description of the anatomy of the superficial and deep 
veins of the leg, giving particular attention to the venous drain- 
age of the soleus muscle and to the perforating veins in the 
lower third of the leg. In the erect position, the main drainage 
of the ulcerous area of the leg is by these perforating veins. 

The aims and technique of venography are discussed, and the 
results of venographic investigation of 90 selected patients be- 
longing to clinical groups 1, 2, and 3 are given. It is shown 
that a large proportion of limbs with ulceration and induration 
of the lower leg have normal femoral and popliteal veins with 
normal valves (including a proportion of the postphlebitic ulcers 
without superficial varicose veins). The venographic demonstra- 
tion of incompetent perforating veins in the lower third of the 
leg and of venous changes causing ulcers is described. Measure- 
ments of resting and ambulatory venous pressures are given. 

Discussing the surgical treatment of ulcers of venous origin, 
the author comments on the results of deep vein ligation and 
sympathectomy in selected cases. The thesis that venous ulcers 
and induration of the lower leg are usually due to destruction 
of the valves in the ankle-perforating veins is supported by 
clinical, venographic, anatomic, and experimental evidence. An 
operation for the extrafascial ligation of these incompetent 
perforators and excision of the ulcer (if present) is described, 
together with the early results of this operation in 201 limbs. 
In over two-thirds of the cases of so-called varicose ulcer (with 
grossly incompetent great or small saphenous system) incom- 
petent ankle perforators are found as well, and if not dealt with, 
these are the cause of ulcer recurrence. The incisions in the 
lower leg heal well, provided that the requisite routine pre- 
Operative and postoperative care is followed. 


Complications Associated with Adrenal Steroid Therapy. S. P. 
Seigle. Connecticut M. J. 20:101-103 (Feb.) 1956 [New Haven, 
Conn.|. 


Three cases are cited to illustrate some of the complications 
that may occur after an operation in patients who have received 
corticotropin or the adrenal steroids. Whenever a patient is 
treated with cortisone or related compounds he should be told 
what it is and warned of possible dangers. Prior to operation, 
patients should be questioned about past medication. Even 
when they do not know the drug by name, the cost of the pills 
(in case of the steroid hormones) will remain in their memory. 
Because there is no adequate way of predicting which patient, 
previously treated with corticotropin or cortisone, may develop 
adrenal insufficiency at time of surgery, it is necessary to evolve 
a plan that will cover all eventualities. 

The problem patients can be divided into three types. 1. 
Patienis who have received corticotropin or adrenal cortical 
hormone up to the day of operation; they should be carried 
through operation on increased intramuscular or intravenous 
doses of the steroid hormones and then gradually returned to 
the preoperative doses. 2. Patients who have received adrenal 
corticoids within a month of operation and who during the 
‘month prior to operation have had a stressful illness. Here again 
intramuscular administration of cortisone is indicated in doses 
of about 200 mg. on the day before and the day of operation and 
in gradually diminishing doses during the first six or seven post- 
operative days. The exact dose and the speed with which the 
drug is stopped will depend on the clinical course. In these first 
two groups the complications of steroid therapy must be watched 
for with great care. 3, Patients who have received corticotropin 
or adrenal steroids one to six months before operation. In these 
patients the possibility of adrenal insufficiency and shock should 
be suspected during the operation and for 10 to 12 hours there- 
after. If signs of insufficiency occur, hydrocortisone should be 
given intravenously at once and then followed with intramuscular 
injection of cortisone if necessary. In the author’s experience 
most of the patients in category 3 have done well with no 
medication. An occasional patient may require 100 mg. of hydro- 
cortisone by intravenous injection during the operation. 


J.A.M.A., May 19, 1956 


The Use of Shunts in Surgery of the Thoracic Aorta. J. M. 
Chamberlain, R. Klopstock, P. Parnassa and others. J. Thoracic 
Surg. 31:251-267 (March) 1956 [St. Louis]. 


A case of multiple aneurysms of the thoracic aorta is described 
in a 63-year-old man. Exploratory surgical intervention revealed 
four aneurysms, the first situated just proximal to the innominate 
artery, the second distal to the origin of the subclavian artery, the 
third at the level of the pulmonary hilus, and the fourth within’ 
2 cm. of the diaphragm. A cloth-covered clamp was placed about 
the most proximal aneurysm, the dome of the aneurysm excised, 
and the proximal limb of a heterologous aortic external shunt 
made from pig aorta was sutured into the aorta 2 cm. beyond 
the distal aneurysm and into the dome of the first aneurysm 
proximally, While circulation was maintained with the aid of 
this shunt, the descending thoracic aorta, including the three 
aneurysms distal to the subclavian artery, was resected between 
clamps and replaced by a 20-cm. reconstituted homograft. The 
shunt was then removed after having maintained adequate hemo- 
dynamics for two hours and 55 minutes. The patient tolerated 
the procedure fairly well, requiring 3,500 cc. of blood. The vital 
signs were static except for moderate hypotension, with blood 
pressure ranging between 80 and 130 mm. Hg systolic and oc- 
casional dips to 60 and 70 mm. Hg diastolic. The patient was 
fully active at the time of his discharge from the hospital three 
months after the operation. Five weeks later he was readmitted 
because of anorexia, orthopnea, and exertional dyspnea. Postero- 
anterior roentgenograms of the chest did not show any abnor- 
mality, but fluoroscopy revealed reduction of the costal and 
diaphragmatic movement and a large collection of gas beneath 
the diaphragm in both the stomach and large intestine. The 
symptoms subsided on medical regimen. 


Resection of lesions high in the thoracic aorta should be done 
in such a manner as to avoid cerebral hypertension, left ventric- 
ular strain, and ischemia of distal vital organs. External shunts of 
large diameter will avoid these complications and may consist 
of heterologous grafts, tubes, or fabrics. The use of a hetero- 
logous shunt between the ascending and abdominal aorta in this 
patient provided distal circulation and prevented changes in 
vascular dynamics in an attempt to simulate nature’s method 
of providing collaterals beyond a point of constriction. 


Patent Ductus Artericsus with Pulmonary Hypertension: An 
Analysis of Cases Treated Surgically. F. H. Ellis Jr., J. W. Kirk- 
lin, J. A. Callahan and E. H. Wood. J. Thoracic Surg. 31:268- 
285 (March) 1956 [St. Louis]. 


Of 72 patients with patent ductus arteriosus associated with 
pulmonary hypertension, whose cases were collected from the 
literature and in whom operative closure of the ductus arteriosus 
was carried out, 13 died, giving a mortality rate of 18%. In 16 
of the 72 patients the presence of a right-to-left shunt was sug- 
gested from the available data. There were nine deaths in this 
group of patients, giving a mortality rate of 56%. Fatal hemor- 
rhage from the ductus or the pulmonary artery during operation 
was a major cause of death. 

Of 271 patients with patent ductus arteriosus operated on at 
the Mayo Clinic, 45 had associated pulmonary hypertension. In 
30 of these, cardiac catheterization carried out before the opera- 
tion revealed a systolic pulmonary arterial pressure in excess of 
60 mm. Hg. The ages of these 30 patients ranged from 24% 
months to 59 years; 12 were males and 18 females. There were 
five operative deaths, giving a mortality rate of 17%. These 
deaths occurred in the 14 patients in whom the presence of a 
right-to-left shunt was determined. Late deaths occurred in two of 
the 14 patients, giving a mortality rate of 50% in patients with 
patent ductus arteriosus and pulmonary hypertension in whom 
presence of a right-to-left shunt was determined. There were no 
early or late deaths among the 16 patients with only a left-to- 
right shunt. These findings emphasize the risks associated with 
operative closure of a patent ductus arteriosus when there is 
reversal of blood flow through the ductus arteriosus. Of the 23 
surviving patients, one remained partially paraplegic but in 
excellent condition as regards the cardiovascular system, one 
had mild heart failure that was well controlled by digitalis, and 
one was lost to follow-up. The remaining 20 patients were well. 
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In 5 of these 20 patients, the presence of a right-to-left shunt 
had been determined preoperatively. A satisfactory drop in pul- 
monary arterial pressure was noted in patients who underwent 
successful closure of the abnormal communication and who were 
recatheterized in the postoperative period. These patients with a 
satisfactory response included three in whom the presence of a 
right-to-left shunt was determined preoperatively. Surgical clos- 
ure of the patent ductus arteriosus is hazardous in patients in 
whom there is a preoperatively recognized right-to-left shunt 
that exceeds in magnitude the left-to-right shunt. Surgical closure 
of the ductus is likewise hazardous if a rise in pulmonary arterial 
pressure and a fall in systemic pressure occur in response to 
ductal occlusion at the time of operation. 


The Treatment of Metastatic Pulmonary Malignancy. C. R. 
Kelly and H. T. Langston. J. Thoracic Surg, 31:298-315 (March) 
1956 |St. Louis]. 


Of 109 patients who underwent surgical treatment for meta- 
static pulmonary lesions, reports on 91 were collected from the 
literature and 18 were operated on by the authors at Hines 
Veterans Administration Hospital in Hines, Ill. Of these patients, 
82 were followed for two years or longer. Sixty-three died and 
19 survived, giving a two-year survival rate without recurrence 
of 23.2%. In four additional patients who were explored for 
supposed metastatic pulmonary lesions, definite or highly prob- 
able second primary malignancies of the lung were found. The 
presence of pulmonary metastases should not be considered 
necessarily indicative of a fatal prognosis. The surgical excision 
of metastatic malignant lesions of the lung has been shown to be 
technically feasible and productive of a significant group of long- 
term survivors in selected cases. All such patients should be care- 
fully evaluated, and, where the primary lesion can be shown to 
be well controlled and no other metastases can be found, thora- 
cotomy and excision of the metastatic lesions are indicated. The 
mere history of former malignancy, in the presence of a pul- 
monary lesions, does not necessarily indicate the latter’s meta- 
static nature, because in a significant number of patients such a 
pulmonary lesion actually is a second primary tumor. The differ- 
entiation between these two situations is clinically very difficult, 
if not impossible. Even though it fails occasionally, microscopic 
study of these lesions remains the only reasonably satisfactory 
approach to the question. 


Acute Mesenteric Lymphadenitis. V. Reggianini and V. D. 
Argento. Clinica 16:86-100 (No. 2) 1955 (In Italian) |[Bologna, 
Italy]. 


Acute mesenteric lymphadenitis is generally discovered in 
children in whom an appendectomy is perfcrmed on the basis 
of acute abdominal symptoms that suggest a diagnosis of ap- 
pendicitis. The authors ascribe the acute abdominal symptoms 
for which the operation is performed to acute mesenteric lymph- 
adenitis only when, during the appendectomy, the lymph nodes 
appear greatly enlarged and there are no marked lesions cf other 
abdominal organs. On the basis of this criterion, they found only 
47 (2.35%) cases of acute mesenteric lymphadenitis in the course 
of 2,000 appendectomies that were performed at the Bologna 
surgical center. Although some clinical signs are found more 
often in patients with acute mesenteric lymphadenitis than in 
those with appendicitis, the differential diagnosis between the 
two conditions is difficult. 

In no case should a diagnosis of acute mesenteric lymphaden- 
itis be established on the basis of clinical symptoms alone. Surgi- 
cal intervention is always indicated because the danger of over- 
looking appendicitis is avoided and also because an appendec- 
tomy gives the best assurance of recovery when the adenopathy 
involves only the ileocolic lymph nodes. The authors made histo- 
logical studies of both the lymph nodes and the appendix in 8 
and of the appendix alone in 39 of the 47 patients in whom they 
found acute mesenteric lymphadenitis. Inflammation, with leuko- 
cytic and sometimes eosinophilic infiltration, epithelial desquama- 
i 
tion, and edema and hyperemia of the mucosa and submucosa 
were seen in 21 of the apparently healthy appendixes. Although 
the findings were not normal in 18 appendixes, they were not 
those of inflammation. They were normal in the remaining 8. 
As to the origin of the condition in the 47 patients, the authors 
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suggest a pathogenic relationship between the microscopic lesions 
of the appendix and the adenopathy. In the instances in which 
microscopic lesions were not found in the appendix, allergy is 
advanced as the pathogenic mechanism. Once the diagnosis of 
acute mesenteric lymphadenitis has been established surgically, 


the most suitable medical treatment can be instituted. Sometimes — 


a change in diet proves sufficient. Bismuth, antibiotics, roentgen 
therapy, and sunbaths at high altitudes are also beneficial. 
Specific therapy should be instituted when tonsillitis, enlarged 
adenoid tissue, rhinopharyngeal infections, or intestinal para- 
sitosis is present. 


Notes on the Technique of Needle Biopsy of the Kidney. P. 
Leonardi and A. Ruol. Minerva nefrol. 2:106-111 (Oct.-Dec.) 
1955 (In Italian) [Turin, Italy}. 


Needle biopsy of the kidney should not be performed in the 
presence of hemophilia, cardiac congestive decompensation, 
pyelonephritis or perinephritis, hydronephrosis, renal tuberculo- 
sis Or mycosis, uremia, or a cystic kidney. Identification of the 
exact location of the kidney is extremely important, and ex- 
cretory pyelography, retr it , and body section 
roentgenography have been used for this purpose. The exact 
position of the kidney can also be detected with roentgenograms 
taken in the anteroposterior position after barium administration. 
This technique was sufficient in one-third of the authors’ cases, 
whereas in the others they had to use one or more of the above 


techniques. As to the position of the patient, some authors prefer — 


to have him assume the prone and others the sitting position. 
The authors prefer the latter. The lumbar region is the area of 
choice. The right kidney has been used more often than the left 
because of the unjustified fear of puncturing the aorta or the 
spleen. Iversen’s needle or the Vim-Silverman needle is used as a 
rule. These authors prefer to use Turkel’s needle. The specimen 
obtained with it contains as many as 30 to 37 glomeruli. Biopsy 
of the kidney, when properly performed, either does not cause 
pain or produces only a mild sensation of pain. When the patient 
experiences great pain, the needle is not properly placed in the 
kidney. 

As a rule, coagulant therapy precedes and antibiotic prophy- 
laxis follows the performance of a kidney biopsy. Immediately 
after the specimen is obtained the patient is kept in bed and his 
urine, pulse, and arterial pressure are checked periodically to 
detect tachycardia or a drop in blood pressure, which factors 
would suggest the presence of a perirenal hemorrhage. The 
authors performed 60 needle biopsies of the kidney in 50 patients 
and obtained good results in 30 instances. They did not observe 
signs of clinically frank hemorrhage in the perirenal tissue. 
Microscopic hematuria was almost constant, but this disappeared 
soon. Macroscopic hematuria was seen in two patients only. In 
three patients who died from kidney disease several weeks after 
the biopsy had been performed, no signs cf the biopsy were 
found at autopsy. It is to be assumed that a hematoma generally 
forms in the adipose capsule but the hemorrhage stops spontane- 
ously if the needle is left in situ for a few minutes after the speci- 
men has been obtained. In a very few instances the authors intro- 
duced coagulanis through the biopsy needle and obtained an 
immediate hemostatic effect. In no patient was the renal dysfunc- 
tion aggravated as the consequence of a biopsy. 


Fixation of Reduced Esophageal Hiatus Hernia by Suturing the 


Lesser Curvature to the Anterior Abdominal Wall (Gastropexia 


Anterior Geniculata). 1. Boerema. Belg. tijdschr. geneesk. 12: 
1-10 (lan, 1) 1956 (In Dutch) [Leuven, Belgium]. 


Boerema shows that esophageal hiatus hernia is not only an 
anatomic problem but also a biochemical one. He places empha- 
sis on the biochemical aspects, particularly on the reflux of gastric 
contents into the esophagus. He discusses the mechanism in- 
volved in reflux and shows that some of the complaints asso- 
ciated with hiatal hernia are caused by reflux and that treatment 
shouid aim to counteract reflux. In his method of geniculated 
anterior gastropexy the lesser curvature of the stomach is sutured 
to the anterior abdominal wall and the greater curvature is 
sutured to the diaphragm. He used this method for the first time 
five years ago and has employed it so far in 34 patients. The 
results were satisfactory in all but two of these patients, whereas 


| 
| 


282 MEDICAL LITERATURE ABSTRACTS 


J.A.M.A.,, May 19, 1956 


postoperative complaints and relapses were observed in the 
majority of 10 patients in whom operation consisted in closure 
of the hiatus around the esophagus. The author employs his form 
of gastropexy in the treatment of not only the sliding type of 
hiatus hernia but also the paraesophageal hernia. 


NEUROLOGY & PSYCHIATRY 


Residual Function Following Hemispherectomy for Tumour 
and for Infantile Hemiplegia. W. J. Gardner, L. J. Karnosh, 
C. C. McClure Jr. and A. K. Gardner. Brain 78:487-502 (Dec.) 
1955 [London, England]. 


The authors performed cerebral hemispherectomy on 10 
patients with glioma. As regards hemispherectomy for treatment 
of infantile hemiplegia, they review literature reports (beginning 
with Krynauw’s report of 1950) and add one case of their own 
observation, concerning a 29-year-old woman who had infantile 
hemiplegia of the left side and uncontrollable generalized tonic 
seizures that had begun when she was 5 years old. They make 
a systematic comparison of the residuals after hemispherectomy 
for brain tumor with those after the operation for spastic hemi- 
plegia. Of the 10 patients in whom they performed hemispherec- 
tomy for glioma, 2 died after the operation and one within the 
first six months after operation. Six of the remaining seven 
patients were available for study. 

A study of the patients undergoing hemispherectomy for 
brain tumor, particularly glioma, showed that, with one excep- 
tion, removal of a cerebral hemisphere left the patient with 
defects in judgment and inability to plan for the future. Psycho- 
metric studies of patients indicated an impairment in insight, in 
emotional control, in initiative, and in perseverance. The neuro- 
logical deficit was more devastating than that after similar 
operations for infantile hemiplegia. When the functioning of the 
patients operated upon for brain tumor is compared with that 
reported in patients operated upon for infantile hemiplegia, it 
is apparent that, if-one hemisphere is impaired, whether by 
developmental anomaly, birth trauma, or some disease process 
occurring shortly after birth, other parts of the brain do, to 
some extent, acquire the functions that otherwise would be per- 
formed by the parts that have failed to develop. In the adult 
nervous system, where physiological centers, pathways, and 
engrams have already been laid down, other areas cannot “take 
over” the function of parts destroyed. The immature cortex of 
one hemisphere can acquire functions that nature planned for 
the cortex of the other side, but (with the possible exception of 
speech) once a function has become established in the cortex, 
it cannot be transferred. Since corticalization of function is an 
ontogenetic as well as a phylogenetic phenomenon, the infant 
can part with his cortex with less resulting functional deficit 
than can an adult. 


Induced Hypotension for Neurosurgical Procedures: A Critical 
Analysis. C. R. Stephen, B. Woodhall, B. L. Odom and others. 
Ann. Surg. 143:143-159 (Feb.) 1956 [Philadelphia]. 


Fifty-nine patients, 27 men and 32 women, between the ages 
of 16 and 75 years, were subjected to induced hypotension by 
the administration of chemical ganglion-blocking agents in the 
course of neurosurgical operations carried out at the Duke 
University Hospital in Durham, N. C. The drugs employed 
were N,N,N’-N’-3-pentamethyl-N,N’- diethyl -3-azapentane-1,5- 
diammonium dibromide (Pendiomide) in 39 patients, trimeth- 
aphan camphorsulfonate (Arfonad) in 14, and hexamethonium 
bromide in 10. Twenty-four patients were operated on for cere- 
bral aneurysm, 12 for meningioma, 10 for arteriovenous anomaly, 
6 for glioblastoma multiforme, 2 for undifferentiated astro- 
cytoma, and 5 for miscellaneous conditions. With anesthesia 
induced, the radial artery was cannulated and connected by 
copper tubing to an electromanometer so that constant readings 
of the arterial pressure could be recorded on a direct current 
amplifier-recording system. These direct readings were com- 
pared with those obtained by the conventional sphygmomanom- 
eter. After exposure of the brain and before the induction of 
hypotension, direct arterial pressure readings were taken from 
one of the superficial cortical vessels by inserting a 27-gauge 


needle into it. This procedure was repeated after the arterial 
pressure was reduced. Before the injection of the ganglion- 
blocking agent, the patient was placed in a 10 to 20 degree 
reverse Trendelenburg position to lessen the tendency to venous 
oozing. If arterial pressure fell too precipitately, improvement 
in the situation occurred frequently with leveling of the operat- 
ing table. Each of the three drugs was capable of producing 
a degree of hypotension that diminished bleeding at the operative 
site in a satisfactory manner. A wide variation in dose require- 
ments was seen in patients of all ages, except for those in the* 
older age group with arteriosclerosis, who were particularly 
sensitive to small doses of ganglion-blocking agents and did not 
appear tc recover from the effects of blockage as rapidly as other 
patients. Occasionally a patient was totally resistant to the 
action of these drugs. The reason for this is unknown, but there 
is some indication that the concomitant administration of an 
adrenolytic compound will permit hypotension to develop. The 
most satisfactory and safest results were obtained with Pendi- 
omide, given in doses varying between 25 and 1,500 mg.; these 
effects lasted from 40 minutes to several hours. Vasopressors 
were administered only when the severity of undue prolongation 
of the hypotension demanded it. 

Blood pressures obtained by the conventional arm cuff method 
could not be considered reliable; the arterial pressures recorded 
were accurate when derived directly from the radial and cortical 
vessels with the aid of an indwelling catheter. A relatively con- 
stant gradient existed between radial and cortical artery pres- 
sures both before and after the production of hypotension. 
When the mean radial pressure is less than 55 mm. Hg, that of 
the cortical vessels may be low enough to make it doubtful 
whether normal capillary exchange can occur as it should physio- 
logically. A critical level of hypotension cannot be designated to 
include all patients. The mean arterial pressure should not fall 
any lower than is compatible with the requirements of the surgical 
procedure. Sometimes, as in operations on aneurysms in difficult 
position, this may be 50 or 40 mm. Hg. Such low pressure 
should be maintained as short a time as possible and may be 
reversed with vasopressors such as levarterenol. The fall in 
arterial pressure in hypertensive patients should be restricted as 
much as possible. 

Twenty of the 59 patients died within 12 hours to eight 
months after the operation, a mortality rate of 33.9%. Five of 
these patients recovered completely from the surgical interven- 
tion and died between 24 days and eight months after the 
operation; the production of hypotension was clearly unrelated 
to the fatal outcome in these patients, and the mortality rate 
may therefore be reduced to 25.4%. Three additional patients 
were so seriously ill preoperatively from rupture of a cerebral 
aneurysm that the severity of their condition overshadowed any 
other factor as a cause of death, and the potential mortality rate 
associated with the hypotensive technique per se can therefore 
be further reduced to 20.3%. In a third group of eight patients, 
the nature of the pathological lesions found at operation or the 
type of surgical interference were such as to preclude a favor- 
able outcome. A decision to employ induced hypotension in the 
course of a surgical procedure should be undertaken only after 
agreement between the surgeon, internist, and anesthesiologist; 
induced hypotension should not be employed unless the physical 
condition of the patient appears to allow it and unless it is felt 
that the extra danger involved is necessary in order to complete 
the surgical intervention successfully. 


Melanoblastoma Metastases of Nervous System. B. B. Spota 
and J, Aranovich. Prensa méd. argent. 42:2031-2036 (Sept. 23) 
1955 (In Spanish) [Buenos Aires, Argentina]. 


A 33-year-old man with neurological symptoms and mental 
confusion was hospitalized in the Neurologic Department of 
the Alvear Hospital. Information from the family and from the 
hospital in which the patient had been previously hospitalized 
showed that the patient had had a melanoma removed from the 
gluteal region seven months prior to the appearance of symp- 
toms. Histological study of the removed tumor showed melano- 
blastoma, and additional surgical treatment consisting of radical 
removal of regional lymph nodes was advised. This was refused 
by the patient, and seven months after the first operation symp- 
toms of intracranial hypertension appeared. Meningeal symp- 
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toms, hemiplegia, and progressive mental confusion advanced 
to coma. The patient died nine months after the removal of the 
melanoblastoma, Autopsy showed melanoblastomatous metas- 
tases. The macroscopic and microscopic study of the metastases 
indicated that dissemination of the neoplastic cells occurred by 
way of the blood. There was an apparent preference of the 
melanoblastoma metastases for the cortical areas and for the 
nuclei of gray matter at the base of the brain. 


Changes in the Electroencephalogram Associated with Hypo- 
pituitarism Due to Post-Partum Necrosis. R. R. Hughes and 
Vv. K. Summers. Electroencephalog. & Clin. Neurophysiol. 
8:87-96 (Feb.) 1956 [Montreal, Canada]. 


The authors made elect halographic studies in 13 
patients in whom Sheehan's syndrome had followed severe post- 
partum hemorrhage and in one patient in whom the syndrome 
started immediately after a pregnancy. The diagnosis was con- 
firmed by Sheehan in almost all of these women. There was a 
severe hemorrhage associated with childbirth, lactation did not 
occur, and the pregnancy was followed by complete amenor- 
rhea, lethargy, anemia, atrophy of the sexual organs, loss of 
libido, and loss of the pubic and axillary hair. 

The studies revealed that in severe hypopituitarism due to 
postpartum necrosis the electroencephalogram is grossly ab- 
normal; the alpha activity is completely or almost completely 
replaced by generalized theta activity with a frequency of 4 to 
6.5 cycles per second. In less severe cases, both alpha and theta 
activity are found. Occasionally there is also a fair amount 
of delta activity. The changes in the electroencephalogram are 
the result of endocrine disturbance and not of organic brain 
damage, because changes in the brain associated with postpartum 
pituitary necrosis are inconstant; when present they consist of 
minor changes in the supraoptic area, and these changes may 
well be terminal in origin. 


Rhesus Incompatibility and Mental De . L. Crome, B. H. 
Kirman and M. Marrs. Brain 78:514-536 (Dec.) 1955 [London, 
England]. 


Rhesus incompatibility as a cause of mental deficiency is now 
well recognized, but brain damage resulting from icterus gravis 
neonatorum was recognized in 1875, long before the discovery 
of the rhesus factor in 1940. The 11 cases reported are drawn 
from the population of the Fountain Hospital, London, which 
provides for some 800 patients, mainly children of idiot or im- 
becile level, under the Mental Deficiency Acts in Britain. The 
mental defects in the first 9 of the 11 patients are regarded as 
due to rhesus blood group incompatibility. In them, real or 
apparent mental defect dominated the clinical picture, with vary- 
ing degrees of specific motor handicap or deafness in addition. 
These cases were collected over a period of six years, so that 
they are drawn from a larger number of mental defectives than 
the present population of the hospital. Over a similar period 
some 20 cases of phenylketonuria and 150 of Mongolism were 
noted, which makes it possible to form a relative impression 
of the importance of the rhesus factor as a cause of mental 
defect. The 10th of the 11 patients had clinical features similar 
to those of the first 9, but they were probably not caused by 
rhesus factor in compatibility, and in the 11th patient damage 
due to rhesus factor incompatibility was complicated by 
lipoidosis. 

The quality and extent of the damage varied widely. A typical 
picture of athetosis, deafness, and mental retardation could be 
recognized, but may not be peculiar to this condition. Atypical 
pictures included ataxia and hemiplegia. The degree of mental 
impairment varied from complete idiocy to normal intelligence 
that was obscured by the multiple defect. Pathological studies 
showed widespread damage in the brain, worst in the globus 
pallidus but not sparing the cerebral cortex. The first six patients 
received no adequate treatment by modern standards and might 
have escaped brain damage if so treated. The last three patients, 
who were jaundiced at birth, received modern treatment (ex- 
change transfusion), without which they would probably have 
died. Three of the patients were potentially educable. Education 
of such patients needs much individual attention with special 
regard to deafness and- ample opportunity for graded manual 


and general muscular training. The history of the study of 
rhesus factor incompatibility illustrates the preventability of 
certain forms of mental defect. 


Simultaneous EEG-EKG Recording: Study of a Case with 
Complete Heart Block and Paroxysmal Ventricular Tachycardia. 
J. S. Tucker and R. H. Yoe. Electroencephalog. & Clin. Neuro- 
physiol. 8:129-132 (Feb.) 1956 [Montreal, Canada]. 


When seizures occur in patients with cardiac arrhythmia, it 
is often hard to decide on the significance of the arrhythmia 
in the genesis of the seizures. Adams-Stokes seizures in a patient 
with complete heart block and paroxysmal ventricular tachy- 
cardia afforded an unusual opportunity to make simultaneous 

ect g (EEG-EKG) recordings 
in this condition. Another. patient presenting electrocardio- 
graphic evidence of myocardial irritability but having seizures 
unrelated to cardiac arrhythmia is reported on to demonstrate 
the usefulness of such simultaneous recordings. The simultane- 
ous records clearly indicated that the convulsions were secondary 
to cardiac arrhythmia in the patient with Adams-Stokes seizures 
and secondary to localized cerebral disturbance in the second 
patient who had seizures unrelated to cardiac arrhythmia. 


Primidone (Mysoline) in the Treatment of Epilepsy: Results of 
Treatment of 486 Patients and Review of the Literature. S. 
Livingston and D. Petersen. New England J. Med. 254:327-329 
(Feb. 16) 1956 [Boston]. 


The authors describe their experiences with primidone in 486 
patients with various types of epileptic seizures who were treated 
for periods ranging from six months to three years. Primidone 
was effective only in the treatment of grand mal (major motor) 
epilepsy. Grand mal attacks were controlled completely in 55 
(57%) of the 97 patients who had not been treated previously 
with any type of anticonvulsant therapy. These patients received 
only primidone throughout the entire observation period. The 
grand mal seizures were controlled completely in 53 (28%) of 
the 191 patients in whom the frequency of seizures had been 
partially reduced with maximum dosages of other anticonvulsant 
drugs. These patients received primidone in addition to the same 
dosage of the previous medication throughout the entire period 
of treatment. The seizures were controlled completely in 4 
(17%) of the 23 patients who were entirely refractory to maxi- 
mum dosages of other anticonvulsant drugs, including pheno- 
barbital and Dilantin. None of the patients who had other types 
of seizures such as petit mal or psychomotor spells was bene- 
fited significantly by primidone. 

Drowsiness occurred in 160 (33%) of the patients and was 
the most frequent disturbance. It cleared up spontaneously 
without reduction in dosage in the majority of the cases. No 
hematological disturbances were encountered. Primidone has 
received sufficient clinical trial to be considered a safe and 
effective drug for the treatment of grand mal epilepsy. Side- 
reactions are for the most part mild and transient and do not 
commonly necessitate withdrawal of the drug. 


GYNECOLOGY & OBSTETRICS 


Pregnancy After Forty-Four. E. F. Stanton. Am. J. Obst. & 
Gynec. 71:270-284 (Feb.) 1956 [St. Louis]. 


The author reports on 237 pregnancies in women 44 years of 
age and over who were admitted to the New York Lying-In 
Hospital during the 20-year period from 1932 to 1953, when 
a total of 71,827 pregnancies were managed. The 237 preg- 
nancies resulted in 160 viable births and in 77 abortions (about 
33% incidence of abortions). Of 105 pregnancies that occurred 
when the mother was aged 44, 75 resulted in viable births and 
30 in abortions. At age 45, there were 52 viable infants and 16 
abortions; at 46, there were 25 viable infants and 15 abortions; 
at 47, there were 5 viable infants and 7 abortions; at 48 there 
were 2 viable infants and 4 abortions; and at 49, one viable 
infant and 2 abortions. Only three pregnancies occurred in 
women between 50 and 53 inchusive, and all three resulted in 
abortions. Data on pregnancies in women over 46 were ob- 


tained also from six other maternity hospitals. 
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It appears that abortion occurs in about 80% of the preg- 
nancies that occur after age 47. Cesarean section is employed 
with over twice the usual frequency in elderly pregnant women. 
Prolonged labor of over 30 hours is about 10 times as frequent 
in these patients. Toxemia is three times as common, and severe 
preeclampsia occurs nine times as often as in the total of preg- 
nancies. The incidence of hydatiform mole is over 20 times 
that usually encountered on the combined obstetric and gyne- 
cologic services. Infants of excessive size are twice as common 
as usual. The incidence of pregnancy occurring 10 or more 
years after the birth of the last child is 35%. The stillbirth 
and neonatal death rates are about nine times the over-all in- 
cidence. The occurrence of Mongolism and congenital ab- 
normalities incompatible with life is about 4%, or approximately 
eight times the over-all incidence. The incidence of viable births 
after the mother is 47 years of age is 1 in 11,000 deliveries. 
Pregnancy after the woman is 50 years of age is exceedingly 
rare, and a viable birth practically never occurs at 50 or over. 
Pregnancy after the menopause is very uncommon, and a viable 
birth after the menopause is almost unknown. 


The Treatment of Hyperemesis Gravidarum with Chlorproma- 
zine. R. E. Hall. Am. J. Obst. & Gynec. 71:285-290 (Feb.) 1956 
{St. Louis}. 


Of 42 women with hyperemesis gravidarum treated with chlor- 
promazine, 11 were primiparas and 31 multiparas. The hyper- 
emesis was severe in 37 and moderately severe in 5. Nine had 
been vomiting severely for one week or less before therapy with 
chlorpromazine, 7 for two weeks, 4 for three weeks, 8 for four 
weeks, and 14 for more than four weeks. Twenty-eight of the 
42 patients started receiving chlorpromazine while in the hos- 
pital, 5 received the drug first as outpatients and then in the 
hospital, and 9 were treated as outpatients. Seven had had 
previous hospitalizations during the same pregnancy for anti- 
emetic treatment with other drugs. The initial dose of chlor- 
promazine was given intramuscularly in 29 patients (25 received 
50 mg., 3 received 25 mg., and one received 100 mg.). The initial 
oral doses were 25 mg. in two patients and 50 mg. in two. The 
maintenance dose of chlorpromazine varied considerably. The 
minimum effective dose, given three times a day, was found to 
be 25 mg. in 26 patients, 50 mg. in 7, and 10 mg. in 5. The time 
of administration was always one-half hour before each meal. 
Fifteen of the 33 patients observed in the hospital were found 
to need their initial morning dose immediately upon arising. The 
route of administration, after the initial dose, was always by 
mouth. Thirty of the 42 patients were cured, 5 were improved, 
and 7 were initially unrelieved. Two of the latter 7 responded 
to a second course of therapy. All but 7 of the 42 patients ex- 
hibited some degree of toxic reaction, usually somnolence and 
weakness. Four patients became jaundiced. Reports indicate that 
the course of chlorpromazine jaundice is mild and self-limited, 
but it is nonetheless extremely undesirable. 


Passive Protection Against Rubella. H. Ward and G. Parker. 
M. J. Australia 1:81-83 (Jan. 21) 1956 |Sydney, Australia}. 


Congenital defects occur among children whose mothers had 
rubella in early pregnancy. To protect women against the 
hazards of contracting rubella in the first three months of preg- 
nancy, the Blood Transfusion Service of the New South Wales 
Division of the Australian Red Cross Society has made rubella- 
convalescence serum available. During the past four years, any 
doctor could obtain the serum provided that (1) the patient was 
not more than 16 weeks pregnant, (2) the exposure was direct, 
and (3) the serum could be injected not more than five days after 
direct exposure to rubella infection. The dose of convalescence 
serum was fixed at 30 ml., to be injected intravenously, and the 
serum was obtained from adult volunteers, who donated blood 
approximately three weeks after the disappearance of the rubella 
rash. Each blood donation was processed separately, because 
pooling would increase the risk of serum hepatitis. Many hun- 
dreds of doses of convalescence serum were supplied; but, despite 
the apparent good results, doubts persisted as to the value of the 
serum in preventing rubella. 

To obtain evidence suitable for statistical analysis, a question- 
naire was included in the package containing the convalescence 
serum, and the doctor who injected the serum was asked to fill 


in the questionnaire three weeks after the serum was given and 
return it. Another questionnaire was sent to private practitioners 
and to the antenatal clinics at the large metropolitan hospitals. 
It was aimed at the women who were exposed to rubella in the 
later months of pregnancy and who had hot received the serum, 
The results appear to show conclusively that convalescence 
serum gives a high degree of protection against rubella if injected 
early in the incubation period. The authors cite objections that 
could be raised against this inquiry, and then they mention ex- 
perimental studies carried out by Anderson and McLorinan. 
Despite the fact that the experiments raise doubts about the 
prophylactic value of rubella-convalescence gamma globulin, the 
authors conclude that 30 ml. of convalescence serum is effective 
in protecting pregnant women exposed to rubella infection. 


Hemodynamic Effects of Rauwolfia Alkaloid (Reserpine) in 
Human Pregnancy: Results of Intravenous Administration. J. G. 
Moore, B. P. Singh, D. Herzig and N. S. Assali. Am. J. Obst. & 
Gynec. 71:237-246 (Feb.) 1956 [St. Louis]. 


The studies described were undertaken to determine the hemo- 
dynamic effects of intravenously administered reserpine in preg- 
nant women. The clinical material consisted of 30 pregnant 
patients, 8 of whom were normotensive and 20 of wkom had 
toxemia of pregnancy. Two nonpregnant women served as sub- 
jects for the initial plethysmographic studies. The patients were 
selected from the obstetric wards of the Los Angeles County and 
Harbor General Hospitals. The ages of the patients varied from 
18 to 40 years and the length of gestation from 28 to 40 weeks. 
All patients were kept at bed rest for at least 12 to 24 hours prior 
to the study, and the only medicament administered in this pre- 
liminary period was phenobarbital in small dosage. During this 
period, spontaneous variations in blood pressure and pulse rate 
were checked and recorded every one to two hours. On the day 
of study, the patient was isolated in a private room and blood 
pressure and pulse readings were taken every | to 5 minutes for 
a period that varied from 15 minutes to two hours. us averages 
of these readings served as controls. 

The purified crystalline alkaloid, reserpine, pido in am- 
pules of 2.5 mg. per cubic centimeter of propylene glycol, was 
administered by a single rapid intravenous injection in doses 
ranging from 0.25 to 20 mg. Occasionally, after the smaller doses 
the same patient was given several injections of increasingly 
larger doses with an interval of one to two hours between injec- 
tions. The optimal effective dose of reserpine was found to vary 
from 5 to 10 mg. The maximum hypotensive effect usually 
occurred within one to two hours after administration of the 
drug. The duration of the effect was variable, lasting longer with | 
toxemic patients, and covering a period of from 3 to 24 hours. 
The major factor associated with the lowering of blood pressure 
was observed to be a marked decrease in total peripheral resist- 
ance. The peripheral blood flow in both upper and lower ex- 
tremities was significantly increased after reserpine administra- 
tion. Reserpine failed to block the vasopressor reaction to cold 
and did not affect the Valsalva “overshoot.” Postural hypoten- 
sion did not occur with administration of reserpine. The hemo- 
dynamic properties of reserpine indicate that it may serve as an 
adjunct in the management of hypertensive toxemia of preg- 
nancy. 


On the Transplacental Passage of Chloramphenicol Administered 
Orally to Pregnant Women. R. Decio and V. Alamanni. Riv. 
ostet. e ginee. 10:748-754 (Nov.) 1955 (In Italian) [Florence, 
Italy}. 


The authors’ studies on the transplacental passage of chloram- 
phenicol administered orally to pregnant women were aimed at 
determining whether the preparation passed into the amniotic 
fluid and whether its levels and the duration of these in the 
maternal and fetal blood differed in primiparous and multiparous 
women and in women of both groups in whom albuminuria was 
present. When the maternal and fetal blood was to be studied in 
relation to the drug, a total dose of 2 gm. of chloramphenicol 
was given in four 0.5-gm. doses at 30-minute intervals. When 
the amniotic fluid was to be studied, the total dose of chloram- 
phenicol was 2.5 gm. in five 0.5-gm. doses at six-hour intervals. 

In the primiparous women, the highest blood level of the drug, 
was found about 12 hours after the last dose had been admin-| 
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istered. At this time, chloramphenicol began to appear also in the 
fetal blood, where it reached its maximum level toward the 18th 
hour. The values of the drug in the blood of multiparous women 
were lower (18 as compared with 23 gammas per cubic centi- 
meter). The highest value in the fetal blood was 9 gammas per 
cubic centimeter, and it was recorded about 18 hours after the 
administration of the last dose. Chloramphenicol was already 
present in the amniotic fluid of primiparous and multiparous 
women 6 hours after the administration of the last dose, and it 
reached its highest values (25 to 30 gammas per cubic centimeter, 
slightly lower in the multiparous) toward the 30th hour, at which 
time its value in the maternal blood was 10 gammas per cubic 
centimeter. Chloramphenicol could be found in the amniotic fluid 
for about 48 hours thereafter. The maternal and fetal blood levels 
of the drug were markedly lower and lasted much less in the 


primiparous and multiparous women in whom albuminuria was 


present. The drug appeared very slowly in the fetal blood but was 
still present in it, and in rather large amounts, 24 hours later, 
when it was no longer present in the maternal blood. It was 
found in even smaller quantities in the amniotic fluid of these 
women. 


PEDIATRICS 


Vaccinia Versus Poliomyelitis? D. P. Macliver. Lancet 1:226- 
228 (Feb. 4) 1956 |London, England}. 


Since 1949, Maclver has investigated, by personal visits and 
by observation in hospital, all patients with acute poliomyelitis 
in three county districts for which he acts as medical officer of 
health. He gained the impression that poliomyelitis seldom at- 
tacks children who have been vaccinated against smallpox during 
the previous few years, and last autumn’s outbreak provided him 
with clearer evidence that this is so. In the three districts, which 
have a total estimated population of 87,340, the number of chil- 
dren born from 1946 to 1954 was 11,842. Of these a small 
majority (53%) were vaccinated; and one would therefore expect 
to find a similar small majority of vaccinated children among 
those who later contract poliomyelitis. In the recent outbreak, 
poliomyelitis in children of school age was in fact divided about 
equally between the vaccinated and the unvaccinated. 

Among the younger children, however, constituting 25% of 
the cases, the picture is quite different: since 1946 there have 
been 21 cases of paralytic poliomyelitis in the unvaccinated chil- 
dren under 5 years old, but only 4 among the vaccinated. This 
contrast becomes still more striking in the children under 32 
years old, who were effectively vaccinated in infancy. Of the 19 
Children under 3'2 years old who contracted the disease, 17 had 
never been vaccinated and one had been vaccinated only four 
days previously. The evidence of this small series suggests an 
inverse relationship between vaccination and paralytic polio- 
myelitis in young children. The potential importance of such a 
relationship makes it desirable that its existence should be proved 
or disproved, for which purpose equally detailed examination 
of larger material will be necessary. 


Blood Adrenocorticotropin (ACTH) in Children with Rheumatic 
Fever. A. B. Brill, R. S. Ely, A. K. Done and others. J. Clin. 
Endocrinol. 16:262-271 (Feb.) 1956 |Springfield, Il.}. 


The authors assayed the endogenous corticotropin content of 
the blood of 32 children with rheumatic fever and of 7 patients 
with chorea. In patients with rheumatic fever, the blood cortico- 
tropin concentration is related to the phase of rheumatic activity, 
Even though the values reported may not represent precise deter- 
minations of the actual concentrations of circulating cortico- 
tropin, the results are consistent and the pattern of change 
demonstrated throughout the course of illness with rheumatic 
fever is distinct. In children with early acute rheumatic fever 
(i. e., during the first week after the onset of rheumatic symp- 
toms), as in normal children, circulating blood concentrations of 
corticotropin are not detectable by the method employed. In 
patients with well-established active rheumatic fever, inactive 
rheumatic fever, or chorea, these concentrations are elevated. 
Conversely, the plasma concentrations of 17-hydroxycortico- 
steroid are higher than normal in patients with early acute rheu- 
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matic fever and lower than normal in patients with well-estab- 
lished active or inactive rheumatic fever or with chorea. Available 
data on corticotropin assays on the blood of rheumatic fever 
patients during and immediately after cortisone treatment suggest 
that cortisone therapy depresses blood corticotropin levels during 
the period of its administration but that there is a return to 
elevated values soon afier the discontinuation of cortisone 
therapy. 


Adrenalin Producing Tumors in Childhood, T. C. Moore and 
H. B. Shumacker Jr. Ann. Surg. 143:256-265 (Feb.) 1956 |Phila- 
delphia], 


A case of pheochromocytoma is described in a 7-year-old boy 
with marked symptoms of epinephrine intoxication and heart 
failure. In the course of surgical intervention, the blood pressure 
fell precipitously after the excision of the tumor despite inira- 
vencus administrat.on of epinephrine and norepinephrine; cardiac 
arrest was successfully managed by massage. The postoperative 
course was complicated by left hemiplegia and motor aphasia, 
but six weeks after the operation at the time of his discharge 
from hospital he had largely recovered, and the motor aphasia 
cleared during the following year. 

Twenty-three additional cases of epinephrine-producing tu- 
mors in children were collected from the literature. Only 6 of 
the 24 patients were in the first decade of life, while 18 (75%) 
were between 10 and 13 years of age. Fifteen (70%) of the 
patients were boys, and 6 (25%) were Negroes. The hypertension 
was sustained in all but one patient. This is in contrast to the 
high incidence of paroxysmal hypertension in adults and may, 
to a degree, account for the greater severity of symptoms and 
the higher mortality associated with these tumors in children. 
The principal symptoms were headache, sweating, vomiting, 
abdominal pain, visual disturbances, weight loss, and nervous- 
ness. Other symptoms included palpitation and tachycardia, 
polyuria, fatigue, convulsions, excessive thirst, heart failure, and 
hemiplegia. Funduscopic examination revealed evidence of grade 
3 or 4 hypertensive retinopathy with hemorrhages, exudates, and 
papilledema in 17 (77%) of 22 patients studied. A positive re- 
sponse to adrenolyitic drugs with significant lowering of the blood 
pressure was observed in all 16 patients tested. Roentgen evidence 
suggesting the presence of the tumor was present in only 10 of 
20 patients studied. Thirty-two tumors were found in the 24 
patients. Twenty-four of these were epinephrine-producing 
chromaffin tumors that involved the adrenals and were classified 
as pheochromocytomas, and: eight occurred in extra-adrenal 
locations and were termed paragangliomas. Only one tumor was 
clinically malignant. Three others were considered as micro- 
scopically suspicious. There was a greater tendency for adrenal 
tumors to occur on the right side. Multiple tumors were present 
in six patients (25%). Although the surgical management varied 
considerably, it was apparent that operative excision of the 
tumor or tumors provided the only chance for survival. Thirteen 
patients (54%) died. The failure to combat epinephrine intoxica- 
tion before the operation and a lack of awareness of the relatively 
high incidence of extra-adrenal and multiple tumors were the 
factors most responsible for the high mortality. 

Upper transverse transperitoneal incisions with extensions as 
needed are regarded as-the operative approach of choice. Careful 
examination at operation of both adrenals, the sympathetic 
chains, and the bifurcation of the aorta is strongly advocated. 
The prompt study of hypertension in children with adrenolytic 
drugs is urged, and, in patients with a positive response, the use 
of an adrenolytic agent such as phentolamine (Regitine) methane- 
sulfonate to maintain normal pressure during further study and 
surgical intervention is recommended. 


The Effect of Reserpine and Its Combination with Hydralazine 
on Blood Pressure and Renal Hemodynamics During the 
Hypertensive Phase of Acute Nephritis in Children. J. N. 
Etteldorf, J. D. Smith and C. Johnson. J. Pediat. 48:129-139 
(Feb.) 1956 [St. Louis]. 


The 20 children studied had hypertension, hematuria, albu- 
minuria, oliguria, and periorbital edema. The blood nonprotein 
nitrogen level was moderately increased in nine of the cases. 
The duration of illness prior to hospitalization ranged from 3 
to 12 days with one exception, which was 30 days. In patients 
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with cardiac failure or encephalopathy, the customary pre- 
liminary bed rest period of 6 to 12 hours was omitted and the 
hypotensive agents were given as soon as the diagnosis was 
established. In the absence of these severe complications, 
reserpine alone was given a therapeutic trial. When the response 
was inadequate, hydralazine was administered 4 to 6 hours 
later and repeated as needed at infrequent intervals; reserpine 
was not repeated oftener than every 12 to 24 hours. Simultane- 
ous administration of these agents was resorted to when signs 
of cardiac failure and/or encephalopathy were present. The 
drugs were administered intramuscularly in doses of 0.07 mg. per 
kilogram for reserpine and 0.15 mg. per kilogram for hydrala- 
zine. Ten patients were observed after the administration of 
reserpine and constitute group 1. Six patients in group 1 who 
did not respond adequately during a period ranging from two 
to six hours after reserpine received hydralazine and are in- 
cluded in group 2 together with one other patient, who was given 
hydralazine, although he had responded satisfactorily to reser- 
pine. Ten patients received reserpine and hydralazine simultane- 
ously and constitute group 3. Many of the patients, that is, 4 
of 10 in group 1, 4 of 7 in group 2, and 7 of 10 in group 3 
remained normotensive after single administrations of the drugs. 
Three patients each in groups 2 and 3 required additional reser- 
pine and/or hydralazine at infrequent intervals ranging from 
11 to 42 hours. The most resistant patient was one in group 3, 
who required simultaneous injections of these agents once daily 
for 11 days; in addition, four doses of hydralazine were given 
during this period. It appears that reserpine alone will control 
the hypertension in certain cases. Small doses of hydralazine 
when given two to six hours after reserpine and especially when 
given simultaneously with reserpine will uniformly reduce the 
blood pressure. With the above dosage schedule, the drugs do 
not produce undesirable side-effects and they have a minimal 
effect on renal function. These drugs are the best currently avail- 
able therapeutic agents for the control of hypertension in 
nephritis. 


Acerola Juice—the Richest Known Source of Vitamin C: A 
Clinical Study in Infants. N. W. Clein. J. Pediat. 48:140-145 
(Feb.) 1956 |St. Louis]. 


The richest edible food source of ascorbic acid so far de- 
scribed in the literature is the juice of the Puerto Rican cherry, 
acerola (Malpighia punicifolia L.). Acerola juice-has from 50 to 
100 times the vitamin C content of orange juice (4,000 mg. per 
100 ml. compared with 40). It can be taken as a natural juice, 
or, because of its very high vitamin C content, it can be used 
to blend with any juice, food, or liquid that contains little or 
no vitamin C. Thirty infants ranging in age from 3 to 7 weeks 
were given acerola juice as the only significant source of ascorbic 
acid in their diet. All infants showed average or better growth 
and development for their age and weight. Ascorbic acid levels 
in the blood plasma of all infants were above average after the 
acerola juice was introduced into the diet. No reactions occurred 
from ingestion or from skin and intradermal tests with acerola 
juice. Acerola juice can be blended with apple juice, which is 
naturally low in vitamin C, and used to satisfy the ascorbic acid 
requirements in infant feeding. It is particularly valuable in 
infants who are allergic to orange juice or in whom the family 
allergy history makes it advisable to delay giving orange juice 
until they are one year of age. 


Antibiotics and Chemotherapeutic Agents in the Treatment of 
Uncomplicated Respiratory Infections in Children: A Controlled 
Study. L. M. Hardy and H. S. Traisman, J. Pediat. 48:146-156 
(Feb.) 1956 [St. Louis]. 


The authors apply the term “uncomplicated upper respiratory 
infections” to the condition found in infants and children who 
have a temperature of 101 F or higher and who have no other 
symptoms than those of nasopharyngitis. Spontaneous recovery 
was the rule in most of these patients before the introduction of 
antibiotics. The advent of chemotherapeutic and antibiotic agents 
led to their use in some self-limited disorders in an effort to 
shorten the course and/or eliminate complications. Unfortu- 
nately, few adequately controlled studies were made. This report 
is concerned with 529 children observed between May, 1951, 


and May, 1954, who had uncomplicated nasopharyngitis. There 
were three groups of patients: (1) a clinic group from the out- 
patient department of the Children’s Memorial Hospital in 
Chicago, which was rigidly controlled; (2) a hospitalized group, 
including both clinic and private patients; and, (3) a group of 
private patients who served as additional controls. In the clinic 
group of 217 patients the same incidence of complications 
(14.7%) was observed in the controls and in the group of chil- 
dren who received antibiotic or chemotherapeutic agents. Com- 
plications developed sooner in the groups treated with acetyl” 
sulfisoxazole (Gantrisin) or antibiotics and could be classified 
as predominantly viral. Further substantiation of this observa- 
tion is the higher percentage of initial white blood cell counts 
below 10,000 in this group. It is possible that the potent medi- 
caments disturbed the bacterial-viral balance and eradicated 
potential bacterial complications but enhanced the possibility of 
earlier and more viral infections, thus equalizing the complica- 
tion rate. This contention would also explain in part the shorter 
recovery time in the control group. The hospitalized group had 
a lower complication rate, which can probably be explained by 
the hospital care and by the lack of the two-week follow-up. 
The private patients, who served as additional controls, had a 
complication rate of 12%; the recovery time without compli- 
cations was 4.7 days and with complications 12.8 days. On the 
basis of these data it is hard to condone the universal immediate 
use of antibiotics and chemotherapeutic agents in children with 
uncomplicated upper respiratory infections. In the winter 
months a child under 4 years of age with a white blood cell 
count over 10,000 and a hemolytic Streptococcus throat culture 
is likely to develop a complication, Chemotherapeutic and anti- 
biotic agents lower the complication rate in patients with an 
initial white blood cell count over 10,000 but apparently increase 
the complication rate in children with white blood cell counts 
below 10,000. When physical examination is negative and the 
white blood cell count is below 10,000, therapy should be limited 
to aspirin and ‘supportive treatment. When it is impossible to 
obtain a white blood cell count, specific treatment of complica- 
tions should start at their inception rather than at the onset of 
fever. 


Hyaline Membrane Disease of Lungs: Further Observations. 
M. J. G. Lynch. J. Pediat. 48:165-179 (Feb.) 1956 [St. Louis]. 


Lynch had adduced evidence that strongly suggested that the 
hyaline membranes of this disease represented a dried and con- 
centrated secretion of the respiratory bronchioles and alveolar 


ducts. This evidence also pointed to the participation of the 
' Warburg-Keilin system of’enzymes, though it seemed doubtful 


whether the protein metalloporphyrins of this system could ac- 
count for all aspects of the Lepehne-Pickworth and Nadi reac- 
tions. He states that by the use of hemochromogen spectroscopy 
the -substance giving positive benzidine and Nadi reactions in 
hyaline membrane disease has been identified as a hemoglobin- 
like compound. Proof of its iron content is further advanced by 
tinctorial demonstration .of iron in most of the hyaline mem- 
brane found in the lungs of an adult with mitral stenosis. From 
this it is argued that the development of pulmonary hemosidero- 
sis in rheumatic mitral stenosis is on the basis of repeated 
episodes of hyaline membrane disease. This heme in the mem- 
brane must come either from lysed extravasated red blood cells 
or from the mucosal epithelial cells of the respiratory bronchi- 
oles and alveolar ducts. Hemochromogen spectroscopy of other 
tissues has revealed hemoglobin-like compounds in sites other 
than red blood cells, viz., in the cells of the convoluted tubules 
of the kidney, ependyma of brain, and especially in the cells 
covering the chorionic villi of the placenta. This layer frequently 
shows development of a condition not unlike hyaline membrane. 
These findings may mean that hemoglobin-like pigments are 
distributed throughout the cells of the body in proportion to 
their metabolic needs and may answer to the description of the 
“unspecific cell hematin” of Keilin. A corollary of this work is 
that the Nadi reaction is not specific, at least in histological 
studies, for the cytochrome C and B compounds or for cyto- 
chrome oxidase, but that it is given catalytically by heme com- 
pounds in general. Also, diphenylthiocarbazone may be a useful 
stain for ferrous-porphyrins. Pilocarpine has been shown to 
enhance the effect of oxygen in the genesis of hyaline membrane 
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disease in experimental animals, Preliminary evidence is ad- 
duced to show that metabolic upset precedes the development 
of hyaline membranes, and work is now in progress to complete 
the picture of this metabolic upset. 


Chronic Subdural Hematoma in the Infant: Study of 31 Cases. 
M. Lelong, F. Alison, J. Rougerie and others. Arch. frang. 
pédiat. 12:1037-1084 (No. 10) 1955 (In French) |Paris, France]. 


Thirty-one infants with subdural hematoma were examined 
in the authors’ service. In a few the diagnosis was made only 
after death. Twelve of the patients were treated surgically and 
19 only medically. A study of the causal factors revealed noth- 
ing conclusive, except in the few cases in which a definite history 
of birth trauma was obtained. However, there was an un- 
expectedly high proportion of children from poor social back- 
grounds and of artificially fed babies; as a group, they presented 
repeated infections, malnutrition, and various deficiencies. The 
clinical symptoms of chronic subdural hematoma are well estab- 
lished, but it must be remembered that there may be quite a 
time lag between the true and the apparent onset of the disease. 
In view of this, routine puncture of the fontanelle ought to be 
performed in infants whose heads grow abnormally rapidly. 
Pathological studies showed that the hematoma is always located 
intradurally. The authors obtained good results in 7 of the 12 
patients operated on and poor results in 3 (the other 2 have 
been followed only for a short time). They are of the opinion 
that draining or removal should be performed early. It is a 
waste of precious time to employ evacuating puncture. 


DERMATOLOGY 


The Effect of Non-Medicamentous Enclosure and “Dermatologic 
Rest” on Eczema. R. D. G. P. Simons. J. Invest. Dermat. 25: 
365-374 (Dec.) 1955 [Baltimore]. 


The application of plaster of paris splints to areas of chronic 
eczema was suggested to Simons by observations on a young man 
whose lichenified eczema of the hand had for years resisted all 
therapy but who recovered within a few weeks after the hand, 
because of a fracture, had been fixed in a plaster splint. The 
author applied the plaster treatment only in patients whose 
eczema had not responded to the usual measures. In the first 
10 patients the plaster splint was put on in such a way that the 
arm or leg was immobilized at the joints, as in the treatment of a 
fracture. The splint was left open on the flexor side of the arm, 
or at certain parts of the leg, to permit observation. In the pa- 
tients treated later, the joints were not fixed (provided they were 
free from eczema), that is, enclosure was considered more im- 
portant than immobilization. The plaster splints were left on for 
from one to three weeks. Studies were made on 103 patients, 
13 of whom were children. Of the 90 adults, 51 had chronic 
lichenified and/or pruriginous eczema of the face, hands, arms 
or legs; varicose eczema was not investigated. The other 39 adult 
patients had herpetoid eczema. All the children had atopic 
eczema, which in some was only lichenified and in others was 
lichenified and combined with pruriginous papules or with weep- 
ing eczema of the face, armfolds, and kneefolds. Cure or great 
improvement was obtained in 27 males and 26 females. The cure 
or improvement lasted longer than that obtained after x-ray 
treatment or hospitalization in half of the cases. No effect was 
seen in 15 men and 16 women, and the eczema got worse in 10 
men and 9 women. The frequency of relapse was not higher than 
after any other therapy, but although the plaster treatment does 
not prevent a relapse, it acts more quickly than most other 
methods. 


Heredity of Keloids: Review of the Literature and Report of a 
Family with Multiple Keloids in Five Generations. D. Bloom. 
New York J. Med. 56:511-519 (Feb. 15) 1956 [New York]. 


Thirty-one familial cases of keloids were collected from the 
literature, and an additional genealogic tree of an Italian family 
with 14 affected members in five generations is reported on. 
Although most of the genealogic trees in the familial cases of 
keloids in the literature and also the one of the Italian family 
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were incomplete, the available data indicate that predisposition 
to keloids is inherited acco:ding to a regular, dominant, auto- 
somal mechanism. There is a general, local, and chronologic 
predisposition to keloids. Spontaneous and cicatricial keloids and 
hypertrophic scars belong in the group of keloids. They differ 
only in the degree of proliferative tendency. In five of the affected 
members of the family reported on by the author, the first keloid 
developed in early childhood in the smallpox vaccination area. 
The other keloids in these persons and in others in whom no 
vaccination keloid was seen appeared at the end of the second or 
third decade of life. The fact that the other keloids developed 
much later in life than the vaccination keloids supports the con- 
cept that vaccination may readily stimulate keloidal formation. 
Keloids were associated with hyperthyroidism in a large number 
of the literature cases. Two of the 14 affected members in the 
Italian family had nervous disorders and 4 had peptic ulcers. 
While it is impossible to state whether the association with nerv- 
ous disorders is significant or coincidental, the presence of four 
cases of peptic ulcer suggests the possibility that the same patho- 
genetic factor may be responsible for the tendency to both 
keloids and peptic ulcer. The exact pathogenesis of keloids and 
of peptic ulcer is unknown. 


Skin Eruptions Following the Use of Diamox. M. Spring. Ann. 
Allergy 14:41-43 (Jan.-Feb.) 1956 [St. Paul]. 


Diamox (acetazolamide) is a nonmercurial diuretic that can 
be administered orally. Although a sulfonamide derivative, its 
structure and pharmacologic activity are totally different from 
those of bacteriostatic sulfonamides. The author presents the 
histories of two patients in whom skin reactions resulted from 
treatment with Diamox. The first patient was a 50-year-old 
woman who was hypertensive and in cardiac failure. The woman 
had no history of ingestion of a sulfonamide. The initial skin 
eruption occurred one week after the institution of Diamox 
therapy. The drug was discontinued and the rash improved. Six 
weeks later the patient took 1% tablets (375 mg.) of Diamox, 
with a severe generalized recurrence of the skin eruption in the 
form of urticaria. This responded to steroid therapy and entirely 
disappeared within a month. 

In the second patient, a 32-year-old man in congestive failure, 
a mild, papular eruption developed after the first course of 
Diamox therapy. A few weeks later, on reinstitution of the drug, 
the rash appeared again, but in different areas of the body and 
more extensively. Diamox therapy was continued, however, be- 
cause the eruption was mild and the drug was controlling the 
cardiac failure. The rash disappeared spontaneously within a 
few days. Any drug is capable of producing a hypersensitivity 
reaction in a susceptible individual. An occurrence of this kind 
is particularly likely when the drug in question is chemically 
related to or derived from those that are known to produce 
allergic manifestations. 


THERAPEUTICS 


The Hepatotoxic Effect of Nitrogen Mustard After Direct Intra- 
Injection. H. Uram, B. Fisher and E. R. Fisher. Cancer 
9:144-147 (Jan.-Feb.) 1956 [Philadelphia]. 


There is evidence that nitrogen mustard has little toxic effect 
upon hepatic parenchyma when administred by the intravenous 
or intraperitoneal routes. Since it is to be expected that the 
maximum benefit from nitrogen mustard compounds in contem- 
plated treatment of primary or secondary neoplasms of the liver 
will be obtained by direct intraporta!l infusion, the authors 
investigated the effect of this mode of administration on animals. 
They found that the direct intraportal infusion of meithyl-bis 
(8-chlorethyl) amine hydrochloride is capable of producing focal 
as well as large areas of hepatic necrosis in rats and rabbits. Such 
lesions were noted in one-fourth of the animals receiving a single 
injection varying in concentration from 0.1 mg. to 10 mg. per 
kilogram of body weight. Multiple injections resulted in similar 
lesions in one-half of the animals observed. The authors con- 
clude that such a hepatotoxic effect merits consideration in the 
therapy of neoplasms of the liver with this agent by the intra- 
portal route of administration. 
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Agranulocytosis Due to Chlorpromazine: Report of a Case With 
Recovery. C. R. Holmes and H. M. Stone. J. South Carolina 
M. A. 52:42-45 (Feb.) 1956 [Florence, S. C.]. 


Complete agranulocytosis developed in a patient who was 
treated with chlorpromazine (Thorazine) for three and one-half 
months. There was evidence of a maturation arrest of the myelo- 
cytic series on bone marrow examination. Eight days after dis- 
continuance of Thorazine and after the use of antibiotics, corti- 
cotropin, and cortisone, polymorphonuclear cells reappeared in 
the patient’s peripheral blood, and she subsequently made a 
complete recovery. Though this complication of therapy with 
Thorazine is apparently quite rare, the possibility of its occur- 
rence should be kept in mind. All patients receiving the drug for 
prolonged periods of time should have periodic blood examina- 
tions. 


Tetracycline in Infectious Pathology, A. Darbon and L. Girier. 
Presse méd. 64:202-204 (Feb. 4) 1956 (In French) [Paris, France]. 


The authors report their experience with tetracycline in the 
treatment of 113 patients. Tolerance to this product was generally 
good, surpassing that to Aureomycin (chlortetracycline) and 
Terramycin (oxytetracycline). A few digestive disorders were 
noted, and there was one severe reaction in the form of a micro- 
coccic choleriform syndrome. The experience reported by Ravina 
and co-workers was confirmed with regard to tetracycline’s favor- 
able effect on acute viral or pyogenic pneumopathy and micro- 
coccic infections. The authors also found some particular indica- 
tions, namely, brucellosis, orchitis due to mumps, acute intestinal 
amebiasis, and complications of epidemic hepatitis. Tetracycline 
is one of the “protector” antibiotics of choice in malignant 
hemopathies, complications of virus infections, and anti-inflam- 
matory hormone therapy. 


Cortisone Treatment of Advanced Cancer of Breast: Preliminary 
Report. P. Andresen. Ugeskr. lager 118:9-11 (Jan. 5) 1956 (In 
Danish) |Copenhagen, Denmark]. 


In bone metastases from cancer of breast, measurement of 
urinary calcium excretion affords a sensitive and objective index 
of the rate of tumor growth. The method was used to evaiuate 
the effect of treatment with cortisone and Meticorten in a woman, 
aged 47, bedridden for five months, with advanced cancer of the 
breast and osteolytic metastases that had proved resistant to 
roentgen castration, treatment with testosterone, and radio- 
therapy. Combined treatment with 100 mg. of cortisone and 
30 mg. of Meticorten daily resulted in surprising improvement 
and remobilization, and the patient was able to resume her work 
as a teacher of needlework. Combined cortisone-Meticorten treat- 
ment in the doses named is being continued, with 50 mg. of 
testosterone injected twice monthly to support ossification. 


Marcoumar Treatment of Thromboembolic Diseases. E. Lund. 
Ugeskr. lager 118:37-38 (Jan. 12) 1956 (In Danish) |Copen- 
hagen, Denmark]. 


Anticoagulant treatment with Marcoumar was applied in 27 
patients with thromboembolic diseases and was given prophylac- 
tically during diuretic therapy or digitalization to four patients 
with tendency to thromboembolism due to heart insufficiency or 
atrial flutter. The initial dose of Marcoumar was 21 mg. in all 
cases. The continued dosage depended at first on daily determina- 
tion of the prothrombin-proconvertin value according to Owren 
and Aas’s method and after a week’s time on control of the pro- 
thrombin-proconvertin value twice weekly. In the ambulant 
patients, this determination was made only every 8th to 14th 
day. As a rule, 3 to 6 mg. of Marcoumar was given on the second 
day of treatment, and the continued dose was 1.5 to 3 mg. daily. 
The prothrombin-proconvertin values can usually be kept within 
the therapeutic range between 10 and 30% with a constant dose. 
Values below 10% could not be avoided, but oral administration 
of a small dose of vitamin K, rapidly brings the value up to the 
therapeutic level. Transitory increases to over 30% may some- 
times occur, particularly during long-term treatment. There were 
three minor complications: one case of hemoptysis and two cases 
of nosebleed; the bleeding ceased on oral administration of 
vitamin K,. 
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A New Type of Sedation for the Acute Alcoholic. A. R. Green- 
field. Am. Pract. & Digest Treat. 7:240-244 (Feb.) 1956 [Phila- 
delphia]. 


Fifty-five acutely intoxicated chronic alcoholics were treated 
with reserpine. Twenty-seven were hospitalized and 28 were 
treated on an outpatient basis. Anxiety, tension, or depression 
were prominent symptoms in all patients, in addition to acute 
intoxication. The drug was administered parenterally the first 
day in doses of 2.5 mg. (1 cc.). By this route the drug acted 
within 40 minutes to 2 hours; its effect lasted up to 24 hours. 
Repeat injections of 2.5 mg. were given later the same day and on 
the two succeeding days if the patient’s symptoms or agitated 
behavior required it. Oral administration of 0.25 mg. three times 
a day was started in all patients, including those to whom the 
drug was also given parenterally. Fifteen patients received ad- 
ditional parenteral doses on the second day and nine on the 
third day. In a few unruly and difficult patients, a single oral dose 
of chloral hydrate or a barbiturate was given at the start of 
therapy until the reserpine could become effective. Oxyphenon- 
ium (Antrenyl) bromide in doses of 5 to 10 mg. orally, three 
times per day, helped to reduce gastric irritability and spasm 
and counteracted the possible side-effects of reserpine, such as 
nasal stuffiness. Fifty-one patients responded well to the treat- 
ment. Excitement, gross tremors, and agitation were relieved 
within 24 hours. The results were better in hospitalized patients, 
ranging from good to excellent. The four failures occurred in 
uncooperative outpatients who abandoned treatment in less than 
24 hours. Within 60 hours most of the patients with a satisfactory 
response to reserpine were able to participate in their normal 
activities. Four of the hospitalized patients had barbiturate, 
paraldehyde, or amphetamine intoxication superimposed on the 
alcoholism. All of these responded excellently to reserpine and 
oxyphenonium. The only side-effect noted other than occasional 
nasal stuffiness was a hypotensive reaction in six patients; this 
eccurred only with parenteral administration of the drug, and in 
no patient was the hypotension severe. The tranquilizing and 
anxiety-relieving properties of reserpine offer the possibilities of 
its being extremely helpful for the long-term therapy of the 
chronic alcoholic. By the stabilization of his emotional turmoil, 
his need for alcoholic escape may be reduced. Reserpine would 
seem to offer many advantages over the usual sedatives in the 
treatment of acute alcoholism, not the least of which is the 
elimination of the danger of drug addiction. 


Further Experience with Amiphenazole and Morphine in Intract- 
able Pain. J. McKeogh and F. H. Shaw. Brit. M. J. 1:142-144 
(Jan. 21) 1956 [London, England]. 


Complete abolition of pain in patients with terminal cancer by” 


the use of large doses of morphine and a new drug, amiphenazole 
(DAPT, daptazole), was reported in 1955, Further trials of this 
combination in 127 such patients have furnished additional proof 
of its effectiveness and demonstrated the complete harmlessness 
of amiphenazole. Remarkable psychological improvement was 
evident after about two weeks of treatment in some 75% of the 
patients, all of whom were suffering moderate to severe pain 
with varying degrees of depression before the treatment was 
started. This effect was apparently due to the amiphenazole and 
not to the euphoric action of the morphine, because it decreased 
when morphine was given without amiphenazole and increased 
again when amiphenazole therapy was reinstituted. No evidence 
of morphine tolerance or addiction has been found in any of the 
patients, though many have been given large daily doses for 
periods of from four to eight months. The use of large doses 
of morphine is always approached with caution in spite of the 
fact that no patient with a sensitivity to morphine has yet been 
encountered. The patient is usually receiving ¥’3 or % grain 
(22 or 32 mg.) before the start of the treatment, and this dose is 
increased by increments of 44 grain (16 mg.). The solutions of 
morphine and amiphenazole (dosage, 20 to 30 mg.) can be mixed 
in the same syringe; the injections can be given intramuscularly 
or hypodermically, and they should be repeated when pain 
returns, The morphine increments are continued until the patient 
is stabilized, that is, until the analgesia is complete for six or 
eight hours. A concurrent increase in the dose of amiphenazole 
is not necessary. Stabilization in patients with moderate pain will 
be reached with doses of 1 or 1% grain (65 to 95 mg.) of mor- 
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phine, but those with severe pain may need as much as 3 grains 
(195 mg.) of morphine at a single injection. The intramuscular 
injection of amiphenazole is replaced by its oral administration 
as soon as the patient is stabilized. The oral dose may be varied 
according to the circumstances, because amiphenazole counter- 
acts the sedative effect of morphine and may itself have a slight 
stimulant effect. The patient's degree of alertness may, therefore, 
be controlled by varying the dose of amiphenazole. The range 
of oral dosage is from 20 to 60 mg., and it is advisable to reduce 
the dose given in the evening and at night to 20 mg. Hyoscine 
or a short-acting barbiturate may be given if the patient requires 
sedation. Vomiting may be controlled with cyclizine (Marezine), 
although mild emesis will usually yield to amiphenazole itself. 
A mild untroublesome mental confusion may be seen in some 
aged patients, but whether this is due to the amiphenazole or to 
the large doses of morphine is uncertain. The only indication for 
caution or cessation of treatment is respiratory depression. Acute 
respiratory depression due to morphine can be countered by 
intramuscubar or intravenous injections of 20 mg. of amiphena- 
zole at intervals of 10 minutes for two hours. The dose of mor- 
phine seldom has to be increased above the stabilization dose 
during the course of treatment, but when the illness reaches the 
terminal stage it has often been necessary even to double it 
and also to decrease the dose of amiphenazole in cases in which 
it seemed desirable to lessen the patient's insight into his condi- 
tion. 


Immediate and Remote Results of Chloroethylamine Treatment 
of Hodgkin’s Disease. L. F. Larionov. Brit. M. J. 1:252-256 
(Feb. 4) 1956 [London, England]. 


Between 1949 and 1955, 300 patients with Hodgkin’s disease 
were treated with nitrogen mustard preparations at the Institute 
of Oncology in Leningrad and at the Institute of Experimental 
Pathology and Therapeutics of Cancer in Moscow, U. S. S. R. 
Of the 300 patients, 75 were in the initial progressive stage of 
the disease, with mild general symptoms, a rise in temperature 
in the evenings, and granulomatous changes in the lymph nodes, 
which were still not greatly enlarged; 150 patients were in the 
stage of significant spread of the disease, with marked general 
symptoms, loss of working capacity, fever, pruritus, and progres- 
sive changes in the lymph nodes: many groups of lymph nodes 
were involved and the nodes were greatly enlarged. Seventy-five 
patients with anemia, emaciation, loss of working capacity, 
generalized pathological changes in the lymph nodes, and oc- 
casional pulmonary, pleural, and bony involvement, had reached 
the stage in which resistance of the body was almost exhausted. 
One course of 8 to 16 intravenous injections of 0.1 mg. of di- 
(2-chloroethyl)-methylamine hydrochloride (Embichin) per kilo- 
gram of body weight was given with good immediate results, 
and the maximum therapeutic effect was obtained with a second 
course given six to eight weeks after the first. Undesirable 
side-effects, consisting of vomiting and nausea, were observed 
in many patients. A new preparation, 2-chloropropyl-di-(2- 
chlorocethyl) amine hydrochloride (Novoembichin), with milder 
side-effects on the gastrointestinal tract and a weaker action on 
the bone marrow than Embichin, proved to be the most suitable 
drug for the treatment of Hodgkin’s disease. It was given in 
larger doses than Embichin, varying between 8 and 10 mg. per 
injection for adults. The number of injections varied from 8 to 
16, and 3 injections were given in the course of one week. 
Treatment was continued until a drop of leukocytes to numbers 
varying from 2,500 to 3,000 per cubic millimeter occurred. If 
this failed to produce a complete regression of the involved 
lymph nodes, a second course of treatment was given six weeks 
later. To prevent relapses an additional (prophylactic) course 
of shorter duration after an interval of two to three months 
| proved to be useful. Twenty of 25 patients in whom treatment 
was started when they were still in the initial progressive stage 
| of the disease were alive three years after treatment was started, 
and 7 of 15 in the same stage with a follow-up of five years 
| or more were alive five years after treatment was started. 
'Only 13 of 35 patients in whom treatment was started when 
they were in the more advanced stages of the disease were 
} alive at the end of the third year, and only one of 15 was 
| alive at the end of the fifth year. Treatment with nitrogen mus- 
tards should be practiced not only in the advanced stages of 
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the disease when irradiation has proved unsuccessful but also 
in the early stages. When treatment is started in the early 
stages and according to a rational method, preservation of life 
and working capacity for more than five years from the begin- 
ning of the treatment may be obtained in 50% of the patients. 
The immediate and late results of nitrogen mustard treatment 
in patients in the early stages of Hodgkin's disease are at least 
as good as those of x-ray therapy. The least successful method 
is the use of x-ray therapy alone from the onset of the illness 
and in subsequent relapses, with the addition of chemotherapy 
only when the disease has become advanced. Chemotherapy 
combined with irradiation should be practiced as follows. An 
initial course of chemotherapy should be given and, after an 
interval of six to eight weeks, lymph nodes that have not com- 
pletely regressed should be treated by irradiation; or else, 
chemotherapy and irradiation should be applied alternately in 
subsequent relapses. Recently a third nitrogen mustard prep- 
aration, 2:6-dioxy-4-methyl-5(2-chloroethyl) aminopyrimidine 
(Dopan) has been tried. It can be given orally and has almost 
no gastrointestinal side-effects. One tablet may be given twice 
a week for three to five weeks. Immediate results obtained with 
this drug suggest that it is as effective as Embichin in Hodgkin’s 
disease. 


Effect of Chlorpromazine on Addiction: A Preliminary Report 
of Two Cases of Dilaudid, Morphine and Codeine Addictions. 
J. Chu. West Virginia M. J. 52:5-6 (Jan.) 1956 |Charleston, 
W. Va.}. 


The author presents two cases, one of Dilaudid addiction and 
the other of morphine and codeine addiction. The Dilaudid 
was regularly administered by the patient herself, 3 mg. every 
four hours, amounting to 18 mg. in 24 hours, for a period of 
six years without interruption. In the second case, the morphine 
and codeine likewise were administered by the patient herself, 
Y% grain (15 mg.) of morphine and 1 grain (65 mg.) of codeine 
every hour, regularly, amounting to 6 grains (400 mg.) of 
morphine and 36 grains (2.4 gm.) of codeine in three days, for 
a period of two years without interruption. In each case the 
patient was treated with chlorpromazine (Thorazine) right after 
admission. The expected signs of abstinence were completely 
absent. The author had intended to use methadon if the chlor- 
promazine failed; he found, however, that it was not needed. 
Although only two patients were treated, the dramatic effect of 
chlorpromazine could well indicate that it is the drug of choice 
in the treatment of Dilaudid, morphine, and codeine addiction. 


Treatment with Prolonged Sleep. D. Bolsi. Minerva med. 
47:101-107 (Jan. 17) 1956 (In Italian) |Turin, Italy}. 


The improvement of amobarbital sodium and chlorpromazine 
has led to more emphasis on the therapeutic use of prolonged 
sleep. Diffuse inhibition of the entire cortex and of some parts 
of the subcortex is a fundamental feature of natural sleep as 
contrasted to the only partial inhibition effected by hypnosis. 
Deepening of the protective inhibition results in recovery of the 
affected cortical functions. Prolonged natural sleep is preferable 
to prolonged narcosis because the drugs used are not so toxic. 
Use of ethyl alcohol, hypnosis, or stimulation of hypnogenic 
sensory nerve centers are other ways of inducing prolcnged 
sleep. In psychiatric treatment, especially of mental disease, the 
method has not proved to be as efficacious as the more dangerous 
prolonged narcosis. Although the treatment is generally used in 
psychiatric patients, the author suggests that it can also be used 
in syndromes accompanied by serious and chronic pain that 
cannot be treated surgically. In addition to its psychiatric uses, 
prolonged sleep can in general be used in the treatment of dis- 
eases caused by injury to the neurodynamic functions of the 
cortex. 


Attempted Suicide with Isonicotinic Acid Hydrazide. G. Dixon 
and J. M. Woodforde. M. J, Australia 1:17-18 (lan. 7) 1956 
|Sydney, New South Wales]. 


A 25-year-old man attempted suicide by swallowing 100 
isoniazid tablets of 100 mg. each. He had been taking this drug, 
in daily doses of 300 mg., in the treatment of pulmonary tuber- 
culosis. He began to vomit two hours after the ingestion of the 
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tablets and was admitted to the hospital 30 minutes later. 
Within the next half-hour he had two grand mal convulsive 
seizures. After that he was mentally dull, drowsy, and relatively 
hypotensive. There were no additional grand mal attacks during 
his further stay in hospital (about three days), and the reflexes 
were normal. Except for amnesia of the first two days in hos- 
pital, he returned to his usual state of health. Interrogation 
revealed no past history or family history of epilepsy. It seems 
probable that the grand mal attacks were due to the large dose 
of isoniazid ingested. The fact that none was recovered from 
the stomach by lavage could be accounted for by the prior vom- 
iting and the rapid absorption of the drug. 


PHYSIOLOGY 


Transaminase in Experimental Myocardial Infarction. J. Lem- 
ley-Stone, J. M. Merrill, J. T. Grace and G. R. Meneely. Am.. 
J. Physiol. 183:555-558 (Dec.) 1955 [Washington, D. C.]. 


It had been observed that the serum transaminase activity in 
patients with acute transmural myocardial infarction rose to 
levels from 2 to 20 times normal within 24 hours and returned 
to normal range within three to six days thereafter. Since there 
is a high concentration of transaminase in the heart, it seemed 
likely that the rise that occurs in the serum after injury of the 
cardiac muscle might be due to a release of this enzyme from 
the damaged tissue. In order to investigate more thoroughly the 
elevation of serum transaminase after myocardial infarction and 
to search for a possible source of the serum enzyme, the authors 
induced myocardial infarction in 19 dogs by surgical ligation 
of a branch of the coronary artery and studied changes in trans- 
aminase activity of both serum and cardiac muscle samples taken 
from these animals. 

They found that, after the surgical ligation of a branch of the 
coronary artery, the serum transaminase activity was increased 
by 355%. Dogs subjected to a sham operation (suture needle 
was passed beneath the coronary artery, but the artery was not 
ligated) showed slight increases in serum transaminase activity. 
This elevation was thought to be due to a release of transaminase 
from skeletal muscle damaged by the thoracotomy. The concen- 
tration of transaminase was measured in normal and infarcted 
myocardial tissue, and a 31% reduction was found in the infarcted 
area. If 31% of the enzyme was released from the tissue, each 
gram of damaged cardiac muscle could supply 122,000 units of 
transaminase. The size of the infarct was directly proportional 
to the increased transaminase activity of the serum and inversely 
proportional to the enzyme concentration of the infarcted myo- 
cardial tissue. Animals killed at longer intervals after coronary 
artery ligation showed both greater elevations in serum trans- 
aminase and increasing decrements in transaminase concentra- 
tion of the infarcted area of the myocardium. On the basis of 
these findings it was concluded that the major source of the 
elevated serum transaminase activity after experimental myo- 
cardial infarction was the damaged cardiac muscle, although the 
evidence strongly suggested that injured skeletal muscle and pos- 
sibly other tissues could contribute in a minor way to the serum 
enzyme level. 


Pressure-Circumference Relations in the Aorta. R. F. Rushmer. 
Am. J. Physiol. 183:545-549 (Dec.) 1955 |Washington, D. C.]. 


Current interest in computing cardiac output from arterial 
pressure pulses has stimulated investigation of pressure-volume 
characteristics of various arterial segments, but information con- 
cerning the distensibility of arteries has been largely derived 
from studies of isolated segments. Since experiments on excised 
arteries do not duplicate normal conditions, Rushmer resorted to 
simultaneous measurements of arterial pressure and volume in 
intact animals. He recorded the circumference of the aorta rather 
than volume because techniques for continuously recording the 
variations in capacity of internal organs are not available and 
changes in aortic volume can be inferred from changes in aortic 
circumference. The pressure and circumference of the aorta at 
the arch were simultaneously measured in dogs. The pressure 
and circumference tended to fluctuate together, but the patterns 
differed slightly in configuration. A continuous plot of aortic 
p i ference relationships on the face of a cathode 
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ray oscilloscope inscribed loops that implied that the aorta was 
imparting energy to the blood. Explanations offered for this 
phenomenon included (i) technical artefacts altering the phase 
relations between the two records; (2) active contraction of 
smooth muscle in the aortic wall during each systolic phase of 
the cardiac cycle; (3) changes in length of the aorta during each 
cycle. 

The author points out that Wiggers had reported that in some 
animals the aorta is less distensible during life than shortly after 


death. During experimentally induced hypertension, he observed’ 


that the initial passive expansion of the vessel was followed by 
an active diminution in size that lasted longer than the peripheral 


- constriction. These observations clearly suggest that contractile 


elements in the wall of the aorta may actively influence the dis- 
tensibility of the aorta. In the experiments reported here, aortic 
distensibility was apparently altered during gross changes in 
aortic pressure, but it varied in the reverse direction from that 
observed by Wiggers. The author concludes that if the general 
distensibility of the aorta can be altered by active contraction 
in the walls, as indicated in these experiments and by those of 
Wiggers, significant errors may be produced in computations of 
cardiac output from analysis of arterial pressure pulses. If 
changes in aortic length play a significant role in establishing the 
pressure-volume relations of the aorta of intact animals, this 
factor should be carefully regulated in experiments on isolated 
segments of the vessel. 


Studies on Hypothermia in Monkeys: II. The Effect of Hypo- 
thermia on the General Physiology and Cerebral Metabolism of 
Monkeys in the Hypothermic State. E. A. Bering Jr., J. A. Taren, 
J. D. McMurrey and W. F. Bernhard. Surg. Gynec. & Obst. 
102:134-138 (Feb.) 1956 [Chicago]. 


The studies reported were made on _ 12-to-18-month-old 
Macaca mulatta monkeys. Thirteen monkeys were used in the 
study of cerebral blood flow and cerebral oxygen consumption 
and seven were used to obtain data on the utilization of sugar. 
The animals were anesthetized with intravenously administered 
pentobarbital sodium. Hypothermia was induced by immersion 
in an ice water bath at 3 C (37.4 F). After the animals had been 
cooled to the desired temperature, a stabilization period of about 
an hour was allowed to elapse before cerebral blood flow and 
cerebral oxygen consumption studies were made. Cooling causes 
a diminution in the pulse rate and a slight decrease in mean 
blood pressure; it has little or ne effect on the venous pressure, 
and there is a prolongation of the Q-T interval seen in the elec- 
trocardiogram. At about 31 C (87.8 F) there is a progressive 
decrease in the cerebral blocd flow with decreasing temperature. 
This does not exactly parallel the fall in blood pressure andis 
accompanied by a rise in cerebral vascular resistance. The cere 
bral oxygen consumption drops sharply between 31 and 27 C 
(80.6 F) from a normal range of 2.5 to 4.7 cc. per 100 gm. of 
brain to between 0.8 to 1 cc. per 100 gm. of brain per minute. 
There is little change below 27 C. The blood sugar levels increase 
almost 66% over the normal resting levels. There is also a pro- 
gressive drop in the arteriovenous cerebral blood sugar differ- 
ences, which suggests that below 30 C (86 F) the sugar meta- 
bolism is markedly reduced. This observation reflects the de- 
crease in Oxygen consumption. The authors feel that these data 
and the work of others suggest that for surgical procedures the 
patients should be cooled to at least 30 C but not below 27 C, 


The Availability of Iron in Meat: Some Experiments with Radio- 
active Iron. R. J. Walsh, I. Kaldor, I. Brading and E. P. George. 
Australasian Ann. Med. 4:272-276 (Nov.) 1955 |Sydney, Aus- 
tralia}. 


Animal meat is one of the richest sources of iron in the human 
diet, and in some countries the iron of meat represents a major 
portion of the total dietary iron. It is not known whether the 
protein-bound iron of meat can be utilized by man. A tracer dose 
of radioactive iron (Fe®’) was injected into a sheep, and 21 days 
later blood, liver, kidneys, and muscle tissue were obtained from 
the slaughtered animal. These materials were eaten by volunteers, 
and the level of radioactivity in their blood was subsequently 
determined. It was found that iron in hemoglobin was absorbed, 
but to a lesser degree than was the iron in liver and kidney tissue. 
No direct evidence was obtained as to the availability of the 
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iron of myohemoglobin and of the hematin enzymes of the 
tissues; but it seems likely that these compounds may also release 
some iron in the intestinal canal for absorption. 


Maximum Breathing Capacity and Vital Capacity: Comparative 
Measurements. H. Kjgrstad and L. Hamre. Tidsskr. norske 
legefor. 75:851-854 (Dec. 15) 1955 (In Norwegian) [Oslo, Nor- 
way]. 


Measurement of maximum breathing capacity affords great 
advantages over measurement of vital capacity. It is a more 
sensitive method and more suitable when patients are to be 
followed during the course of a disease and the effect of therapy 
is to be controlled. The vital capacity and maximum breathing 
capacity were measured by Krogh’s spirometer in 10 oarsmen 
during training, 10 control persons, and 50 patients with dysp- 
nea. The maximum capacity showed a significant increase in the 
Oarsmen and remained constant in the control group. Simul- 
taneous pathological values for vital capacity and normal values 
for maximum breathing capacity were not found in any of the 
patients. In six patients both values were normal. In 26 with 
reduced maximum breathing capacity the vital capacity was 
normal. 


PUBLIC HEALTH 


Korean Malaria in Canada. F. J. O'Rourke. Canad. J. Pub. 
Health 46:400-406 (Oct.) 1955 [Toronto, Canada]. 


Malaria developed in 21 of 327 veterans returning from Korea 
to southwestern Ontario. Diagnosis can be made with certainty 
only by finding the parasite in the blood. Facilities are available 
for the diagnosis of malaria in Canada, but, as it may be danger- 
ous to delay treatment until a report has been made on a blood 
film, antimalarial treatment should be begun as soon as malaria 
is suspected but not before a series of blood films has been made. 
Fortunately, the type of malaria (benign tertian) usually seen in 
veterans from Korea is rarely severe, so that delay in the com- 
mencement of therapy is not unduly dangerous. It is wise to 
suspect malaria whenever a patient who has lived in an area 
where malaria is prevalent runs a fever. In all such cases blood 
films, both thick and thin, should be examined. 

Although there is a possibility of small outbreaks of malaria 
occurring in Canada as the result of the return of gametocyte 
carriers from Korea and elsewhere, this danger is small. By 
treating all soldiers returning from such areas this danger can 
be reduced or prevented. The best treatment currently available 
_to prevent the occurrence of carriers appears to be the use of 
primaquine in doses of 15 mg. (base) per day for 14 consecutive 
days. With this treatment, parasites in the exoerythrocytic stage 
are eradicated. Adequate mosquito control, applied only to 
anopheline species in areas around the hospitals in which malaria 
patients are treated, would prevent the building up of a large 
population of infected mosquitoes, Despite these precautions, a 
small number of cases of malaria may occur, and to prevent 
these from giving rise to secondary cases it would be well to 
warn veterans that a doctor should be consulted at once if any 
fever develops. Doctors in the areas to which veterans return 
should be aware of the possibility that malaria may occur and 
should be familiar with the treatment of the disease. 


The Resistance of Staphylococci and Streptococci Isolated from 
Cheese to Various Antibiotics. F. S. Thatcher and W. Simon. 
Canad. J. Pub. Health 46:407-409 (Oct.) 1955 [Toronto, Canada|. 


A quesion of importance to public health is the source of 
antibiotic-resistant micrococci (staphylecocci) associated with 
human infections in patients that have received no prior anti- 
biotic therapy. Studies were undertaken to determine the propor- 
tion of the pathogenic micrococci (Micrococcus pyogenes var. 
aureus) and also the streptococci, other than the lactic species, 
resistant to each of seven antibiotics, that were present in mark- 
eted cheddar cheese. One hundred specimens of cheese were 
purchased from retail stores in Canada. The numerically dom- 
inant micrococci and streptococci were isolated from dilution 
plates poured with mannitol-salt agar (Difco) and blood agar, 


respectively, Only those micrococci that produced hemolysins 
and the coagulase enzyme were used for further tests. All strepto- 
cocci were classified as to species by conventional methods. The 
comparative resistance of 135 isolates of M. pyogenes var. aureus 
and of 87 isolates of various species of streptococci was esti- 
mated by determining the relative inhibition of each culture 
provided by standard antibiotic sensitivity disks (Difco) impreg- 
nated at three concentrations with each of the antibiotics chlor- 
tetracycline (Aureomycin), bacitracin, chloramphenicol (Chloro- 
mycetin), penicillin, dihydrostreptomycin, Polymyxin B, and 
oxytetracycline (Terramycin). 

The authors found that the dominant resistance was to peni- 
cillin and to dihydrostreptomycin. These are the two antibiotics 
most commonly administered to dairy cattle, chiefly as teat 
“bougies” for the control of mastitis, penicillin being the most 
frequently used. This therapeutic practice was common in sev- 
eral of the areas from which the milk originated, but was by no 
means general among all herds. Conversely, very little resistance 
was noted to antibiotics not commonly used in the treatment of 
dairy cattle. The results suggest the possibility that, where peni- 
cillin or other antibiotics are used in dairy cattle, the survival of 
resistant Organisms may lead to widespread distribution of re- 
sistant strains into the homes of the general populace, since 
micrococci and streptococci, often in large numbers, commonly 
occur in cheese. Foods so contaminated may well coniribute to 
the severity of the problem arising from infections in man with 
resistant strains without the patients’ having received prior anti- 
biotic therapy or without having been exposed to endemic in- 
fections within hospitals. 


ANESTHESIA 


The Use of Controlled Hypotension in Operations on the Head 
and Neck. H. P. Royster and J. W. Ditzler. Plast. & Recon- 
struct. Surg. 17:9-16 (Jan.) 1956 [Baltimore]. 


The records of 34 patients who underwent radical head and 
neck operations under controlled hypotension were analyzed 
and compared with those of 26 other patients subjected to the 
same type of operations without induced hypotension. Arfonad, 
a thiophanium derivative, was employed in all but one of the 
34 patients. The Arfonad was administered in the form of a 
continuous intravenous drip of 0.1% solution. Since one in five 
patients does not respond with significant hypotension to the 
initial injection, no more than 50 mg. was given in the first 15 
minutes. A total dose of no more than | gm. was given to each 
patient. If a satisfactory fall in arterial pressure was not obtained 
the technique was abandoned. During hypotension induced with 
Arfonad the need for an anesthetic agent is diminished and a 
lighter plane of anesthesia is sufficient. Respiration is often in- 
adequate and must be assisted. Arfonad and curare drugs, when 
used simultaneously, may produce apnea lasting as long as three 
hours after conclusion of the operation. The combination of 
these two drugs should be avoided. Ideally, the systolic pressure 
should be reduced enough to produce minimal bleeding in the 
operative field and yet sustain organ blood flow. In practice, in 
patients in good physical condition the systolic pressure is per- 
mitted to drop to 60 or 70 mm. Hg. The pressure is then allowed 
to rise to 80 or even above as long as bleeding remains slight. 
When patients with induced hypotension were compared with 
the controls, it was found that blood loss was significantly re- 
duced. It was roughly proportional to the level of systolic pres- 
sure. This reduction in loss resulted in the saving of much blood 
and the facilitation of the dissection. The time required for 
surgery was not shortened. Complications attributable to the 
technique of producing hypotension did not occur in this series. 
Since complications and even fatalities have been known to result 
from induced hypotension, the technique should be reserved 
for procedures in which excessive blood loss can be expected and 
dissection will be facilitated by a dry field. Hypotension should 
not be induced unless the patient’s state of nutrition, his blood 
volume, and mental alertness are close to normal. Patients with 
diseases affecting the vitai organs are not suitable. The following 
conditions are regarded as contraindications to hypotension: 
coronary artery disease, cerebral disease, hypertension, general- 
ized arteriosclerosis, and renal and liver disease. 
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BOOK REVIEWS 


of the Liver. Edited by Leon Schiff, M.D., Ph.D., Professor 
of Clinical Medicine, University of Cincinnati, College of Medicine, Cin- 
cinnati. With foreword by Cecil J. Watson, M.D., Ph.D. Cloth. $16. Pp. 
738, with 244 illustrations. J. B. Lippincott Company, 227-231 S. Sixth St., 
Philadelphia 5; 2083 Guy St., Montreal, Canada; Pitman Medical Pub- 
lishing Co., Inc., 39-41 Parker St., Kingsway, London, W.C.2, England, 
1956. 


In the last decade, the field of liver disease has become so 
extensive and complex that it can be covered by a single author 
only with great difficulty. This large volume is an attempt to 
solve the problem with the multiple-author technique. The 28 
contributors are outstanding authorities in their respective fields. 
A variety of subjects is covered, ranging from anatomy and 
physiology to various aspects of hepatitis and cirrhosis and special 
diseases such as hemochromatosis and hepatolenticular degenera- 
tion. Separate chapters are devoted to experimental hepatic in- 
jury, hepatic coma, and liver diseases in infancy and childhood. 
The point of view throughout is that of the active student in the 
field, and the text is well and interestingly written. Illustrations 
are abundant and of superior quality. References are well selected 
and comprehensive. This book can be highly recommended. 


Medical Library Association Handbook of Medical Library Practice 
with a B'blicgraphy of the Reference Works and Histories in Medicine 
and the Allied Sciences. Edited by Janet Doe and Mary Louise Marshall. 
Second edition. Cloth. $10. Pp. 601. American Library Association, 50 B, 
Huron St., Chicago 10, 1956. 


This is a new and completely revised edition of a very useful 
volume. Various chapters are written by librarians who are 
especially well qualified in specific fields. The first 300 pages 
deal with such diverse subjects as early medical libraries and 
their literature; distribution of medical libraries and size of their 
collections; techniques of administration, acquisitions, cataloging, 
and classification; photoduplication methods; public relations; 
and rare books and the history of medicine. The remaining 200 
pages contain a comprehensive bibliography of books in medi- 
cine and the allied sciences, both English and foreign titles, 
arranged by subject and carefully annotated. An excellent index 
adds to the usefulness of a book that seems almost indispensable 
in any field of medical library work, though it is not a book 
that would be of real value to physicians directly or personally. 


Biochemical Mechanisms in Inflammation. By Valy Menkin, M.A., 
M.D., Head of Department of Experimental Pathology, Agnes Barr 
Chase Foundation for Cancer Research, Philadelphia. Publication number 
288, American Lecture Series, monograph in Bannerstone Division of 
American Lectures in Dentistry. Edited by Edward J. Ryan, B.S., D.D.S. 
Second edition. Cloth. $9.50. Pp, 438, with 166 illustrations. Charles C 
Thomas, Publisher, 301-327 E. Lawrence Ave., Springfield, Ill.; Blackwell 
Scientific Publications, Ltd., 24-25 Broad St., Oxford, England; Ryerson 
Press, 299 Queen St., W., Toronto 2B, Canada, 1956. 


This monograph, published six years after the first edition, 
presents a description of the cytological and chemical changes 
that occur in inflammation, including the appearance of factors 
that are believed to be specific mediators of the pathological 
changes. There are chapters on the role of inflammation in im- 
munity, diabetes in inflammation, repair, and the anti-inflam- 
matory problem. The material presented in this volume is based 
on observations of the author and of others in this field for more 
than 20 years. Despite the author’s evidence for his belief that 
the mediators of increased capillary permeability, migration of 
leukocytes, leukocytosis, leukopenia, and fever are chemically 
distinct products of injured cells, his thesis remains far from 
proved, as he himself admits in the preface. The difficulty in 
reproducing his observations in several other laboratories has 
limited acceptance of his premises. This volume is a vigorous 
presentation of one person’s point of view and so cannot be 
considered a general reference text, but it is provocative. It will 
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undoubtedly continue to stimulate interest in a field that badly 
needs clarification. The type is good, and the paper and illustra- 
tions are excellent. 


Medical Photography: hic and Clinical. By T. A. Longmore, 
Hon. F.S.R., Principal, Kedak School of Medical Radiography and Clin- 
ical Photography, London. With foreword by Brigadier D. B. McGrigor, 
O.B.E., M.B., Ch.B., Consulting Radio!ogist, War Office, London, Fifth 
edition. Cioth. 60s.; $15. Pp. 990, with 396 illustrations. Focai Press Ltd., 
31 Fitzroy Sq., London W.1, England; [American Photographic Book 
Publishing Co., Inc., 33 W. 60th St., New York 23], 1955. 


The purpose of this book is to present in one volume principles 
of photography and specific information with regard to pho- 
tography as applied to medicine. The chapter on color photog- 
raphy has been revised extensively, and additions have been 
made to other sections in order to bring the material up-to-date. 
This book will be of greatest value to the clinical photographer 
who has had limited experience in the field. The physician would 
appreciate a more concise volume with less emphasis on funda- 
mental principles of photography and more material on simple 
procedures, such as for making pictures of patients or gross speci- 
mens, copying X-rays, and preparing photomicrographs. Almost 
250 pages are devoted to radiographic technique, which is of 
little or no interest to the clinical photographer or the average 
physician. 


Tuberculosis in the Army of the United States in World War TI: An 
Epidemiological Study with an Evaluation of X-Ray Screening. By 
Esmond R. Long, M.D., Director, Henry Phipps Institute, University of 
Pennsylvania, Philadelphia, and Seymour Jab!en, A.M., Statistician, 
Follow-up Agency, Division of Medical Sciences, National Research 
Council, Washington, D. C. VA medical monograph. Work reported 
herein is part of program of studies of Follow-Up Agency of National 
Research Council developed by Committee on Veterans Medical Problems 
in cooperation with Veterans Administration, the Army and the Navy. 
This investigation was conducted jointly by Henry Phipps Institute of 
University of Pennsylvania and Follow-Up Agency of National Research 
Council. Cloth. $1.50. Pp. 88, with 15 illustrations. Superintendent of 
Documents, Government Printing Office, Washington 25, D. C., 1955. 


The guiding interest of this monograph has been epidemi- 
ological, not clinical, and operational rather than theoretical. 
The study was undertaken primarily to determine the effective- 
ness of the x-ray screening of recruits at induction and discharge 
in the detection of disabling tuberculosis in World War Il. From 
1942 to 1945, about 17,500 men were admitted to Army hospitals 
with a diagnosis of tuberculosis and ultimately separated for 
disability with an estimated cost of about 175 million dollars, 
About half the men rejected for tuberculosis had active, and 
half potentially active or inactive, lesions; 3,099 men discharged 
for tuberculosis (1943 to 1946) were studied with a control group 
of 3,000 enlisted men not discharged for tuberculosis. It is 
possible to operate an induction screen at different levels, de- 
pending on manpower needs. Substantial improvement in the 
screening appears to rest on supplementing the x-ray with such 
aids as the tuberculin skin test, which was not used because of 
the time element, since the time available for screening was 
rarely more than 24 hours and ordinarily less than 12 and as 
little as 4 or 5 hours. The tuberculin test is an invaluable aid. 
This test was also neglected at the time of discharge because 
of the rapidity of demobilization. 

Relatively few men whose disease was inactive at induction 
showed evidence of activity at separation, but a large proportion 
of those whose lesions were active at induction showed progres- 
sion during service. The correlation of physical build is not 
entirely on a nutritional basis, but in part rests on some other 
mechanism. No association was found between the incidence 
of wounding and the prevalence of tuberculosis. In all prob- 
ability, most cases originally contracted in service resulted from 
infection by fellow soldiers, being independent of incidence of 
infection in the civilian population. Failure of detection at 
induction was most frequent at induction stations known to have 
inferior medical service. Educational background and pre- 
military civilian occupation exerted no well-defined effect. 
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Foreign service had no effect. The incidence was high in prison- 
ers of war due to greater exposure and hardships. X-ray reading 
disagreement was fairly high with respect to activity. 

All the weapons and knowledge for radically reducing the 
tuberculosis incidence in the Army at the source, the induction 
station, and in a relatively short time (a few days), were available 
long before World War II. After World War I it was promised 
that errors necessitated by recruiting speed would be avoided 
“next time,” but a new crew and a new weapon (the x-ray 
machine) did not do better than before. One wonders how many 
world wars will yield voluminous data and costly figures at 
public expense before we use the knowledge available to us. 


Excitability of the Heart. By Chandler McC. Brooks, Ph.D., Brian PF. 
Hoffman, M.D., E. E. Suckling, M.Sc., M.E.E., and Oscar Orias, M.D. 
With foreword by Carl J. Wiggers, M.D. Cloth. 31.50. Pp. 373, with 86 
illustrations. Grune & Stratton, Inc., 381 Fourth Ave., New York 16; 
99 Great Russell St., London, W.C.1, England, 1955 


This excelient monograph brings the reader up-to-date on the 
excitability of the heart. The presentation, based on the original 
studies of the authors, integrated with those of others, indicates 
the present status of the field. The authors are aware of the 
transient character of this status and refer to many unsolved 
problems, Data are presented concerning other excitable tissues, 
and their similarities to and differences from those data con- 
cerning cardiac tissue is indicated. Furthermore, the differences 
between atrial, ventricular, specialized conducting, and special- 
ized pacemaker tissues of the heart are stressed. The new con- 
cept of the “sodium pump” responsible for the electrical currents 
in the heart is clearly outlined and its hypothetical nature stressed. 
The work on transmembrane potentials is described in detail. 
This represents one of the major advances in cardiac physiology. 
These new data are integrated with classic views on excitability. 
The methods employed in the studies are fully outlined. The 
cyclic variations in excitability of the heart as revealed in recent 
studies are described, and special consideration is given to the 
“dips” in excitability discovered by the authors. The section on 
the production and nature of fibrillation and on fibrillatory and 
antifibrillatory agents shows the fallacy of some oversimplified 
views expressed by others. The reaction of the heart to heat and 
cold, heart-rate changes, autonomic nerve impulses, and chemical 
mediators is well presented. The section on inorganic ions is 
particularly revealing. The relation of the mechanical responses 
of the heart to the excitability cycle is explained. The monograph 
concludes with a presentation of the comparative physiology of 
the heart. 

This is not an easy text to follow even for the well-informed, 
but this is due to the complexity of the subject and not to any 
fault of the authors. Because of this complexity, they have used 
summaries and repetition to make it easier to follow the argu- 
ments. A section at the end is devoted to a general summary 
and conclusions. This is an authoritative book. Although it con- 
tains a few typographical errors and tends to be verbose and 
repetitious, these are minor faults that can be corrected in the 
next edition. Although all authorities in this field could not be 
expected to agree with all that the authors have said, this is an 
able presentation of the basic knowledge concerning cardiac 
excitability and as such should be studied carefully by every basic 
scientist and clinician who desires to become more familiar with 
the electrophysiology of the heart. 


Energy and Structure in Psycheanalysis. By Kenneth Mark 
Cloth. $4.50. Pp. 154, with 14 illustrations. Ronald Press Co., 
26th St., New York 10, 1955, 


The basic concepts of psychoanalytic psychology have been 
criticized from time to time on the grounds that they are couched 
| in terms that lack scientific precision, That these terms have 
| survived in spite of ambiguity and inconsistency is a tribute to 
| their clinical utility and to the fact that the underlying proposi- 
tions that they reflect are sound. It seems reasonable, however, 
| to concur with the author’s contention that further growth in 
| psychoanalytic theory demands that these ambiguities of termi- 
f nology be overcome. The author reexamines some of the 
| Freudian terms relating to psychic energy and the structure of 
| thought and attempts to reformulate them in terms of a 
; mechanical model of the psychic apparatus of his own invention. 


Recalling first the extent to which science in general has benefited 
from such theoretical constructs, he then turns to psychoanalysis 
in particular and discusses the limitations of previous models 
of the psychic apparatus devised by Freud. His own model 
shows the influence of some of the more sophisticated mechan- 
ical devices of our day. Since the ideas with which the author 
deals are complex, it is inevitable that the model of the psychic 
apparatus that he evolves is also somewhat complex, but the 
expository text that accompanies it is lucid and understandable 
throughout. The author’s claims and expectations concerning 
the model are modest. “None of my proposed hypothetical in- 
ventions,” he says in his preface, “are meant to be more than 
temporary and provisional aids in a changing body of theory.” 
The result of his efforts is an ingenious and thought-provoking 
mechanism that should have didactic and possibly even heuristic 
value in terms of future psychoanalytic developments. It should 
be of interest to anyone concerned with the theoretical basis of 
psychoanalysis and the biological substrate of the mind. 


Life Stress and Essential Hypertension: A Study of Circulatory Adjust- 
ments in Man. By Stewart Wolf, M.D., Professor and Head, Department 
ot Medicine, University of Oklahoma School of Medicine, Oklahoma City, 
Philippe V. Cardon Jr., M.D., Instructor in Medicine, Georgetown Uni- 
versity School of Medicine, Washington, D. C., Edward M. Shepard, M.D., 
Instructor in Medicine, Cornell University Medical College. New York 
City, and Harold G. Wolff, M.D., Protessor of Medicine (Neurology), 
Cornell University Medical College. Cloth. $7.50. Pp. 253, with 38 illus- 
trations. Williams & Wilkins Company, Mount Royal and Guilford Aves., 
Baltimore 2, 1955. 


The authors are better prepared than most to write a good 
book on the relationship of stress and essential hypertension; a 
documentary type of book has resulted. The book was written 
to emphasize the part that life stresses may play in the patho- 
genesis of hypertension and what the relief of some of them 
does with regard to lowering blood pressure. There are 10 
chapters, each with a short summary. The body of each consists 
of the detailed evidence on which the summary is based. Cir- 
culatory adjustments associated with muscular effort and those 
involving the rhythm of the heart and peripheral vessels occupy 
an important part of the book. Discussion of the natural history 
and treatment of essential hypertension, measurement of the 
hemodynamics in essential hypertension at rest and under stress, 
and a survey of 114 patients constitute the remainder of the 
book. The authors point out that it is doubtful that they have 
shed any light on the cause of essential hypertension. There 
appears to be no significant difference between the reactions of 
normotensive and hypertensive persons to short-term stressful 
situations. The hypertensive patients had no characteristic person- 
ality type, but their attitudes and values were strikingly similar. 
The meat of the book is the splendid demonstration that the 
patient can be made to recognize that he feels threatened and 
hence angry and anxious; that he can learn, when he feels 
threatened, to deal appropriately with these feelings; and finally 
that he can be helped to feel more secure. More than usual 
restraint has been shown in making claims as to the efficacy of 
this form of management, but the authors state their case 
effectively, and it is worthy of serious consideration by those 
treating patients with hypertensive disease. The bibliography is 
incomplete, often citing unpublished data, and does little credit 
to the book. The book might better have been shorn of a general 
survey of the mechanism and treatment of hypertension that has 
little of the maturity and understanding so clearly displayed in 
the portions of the book dealing with subjects in which the 
authors are expert. The book could be of great value to the 
general practitioner, but it is almost certain he would not take 
the time to read it; for the specialist it is an interesting and 
important document. 


Doctors’ Offices & Clinics: Medical & Dental. By Paul Hayden Kirk 
and Eugene D. Sternberg. Progressive Architecture Library. Cloth. $12. 
Pp, 218, with illustrations. Reinhold Publishing Corporation, 430 Park 
Ave., New York 22, 1955. 


This is a valuable reference book for physicians, dentists, and 
public health workers who are contemplating the building of 
offices to care for anything from a one-man practice up to a 
16-doctor clinic. The authors have had wide experience in de- 
signing and in architecture in the fields of medicine, dentistry, 
and public health. Kirk has designed some of the best clinic 
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buildings in the country and Sternberg has designed a great 
number of private medical clinics. The book is well done, easily 
readable, and contains introductions to the field of design as 
well as details for the person or group planning to build an 
office or clinic. Such important features as the selection of the 
architect, organization of medical practice, the definition of a 
clinic, the individual practitioner, sharing office space, when a 
group builds, working out a plan for a limited group, extent of 
the group practice, distribution of group practice, how many 
doctors make up a workable group practice, other personnel 
needed for a group practice, ownership of buildings, space 
requirements—all of these are covered in great detail. The 
authors also discuss whether it is financially wise and feasible 
to build or to rent. They take up the construction cost on the 
basis of rental costs versus new building costs. They discuss new 
building versus remodeling. They go into detail as to what makes 
a good clinic site, factors in the site selection, and the basic plan 
types, and they give diagrams that are invaluable. They show 
photographs of exteriors and interiors of various medical, dental, 
and public health clinics with floor plans for each. They list 
the locations of the various clinics throughout the United States, 
name the architects and owners, and discuss the type of practice, 
the personnel involved, the cost, and the date of construction. 
They give excellent references as to the materials, heating, and 
other important points that anyone who contemplates building 
would desire to have. The photography is well done and the 
format is exceptionally good. There is an excellent index and 
a very good bibliography. 


Mysterious Waters to Guard (Essays and Addresses on Anaesthesia), 
By Wesley Bourne. Cloth. $8.50. Pp. 398, with 56 illustrations. Charles C 
Thomas, Publisher, 301-327 E. Lawrence Ave., Springfield, Ill.; Blackwell 
Scientific Publications, 24-25 Broad St., Oxford, England; Ryerson Press, 
299 Queen St., W., Toronto 2B, Canada, 1955. 


This impressive volume contains a collection of 33 essays and 
addresses on various aspects of anesthesia, prepared by one of 
the most eminent anesthesiologists of our time. In the preface 
the author explains the title, which refers to the mysterious 


waters within and around the living cell that the physician must 


guard from harm. The theme of alleviation of suffering runs 
throughout the book. Perusal of the 70-page index at the end 
of the book reveals the wide diversity of subjects touched on 
by the author. The great breadth of knowledge of this illustrious 
educator is shown not only in his discussions pertaining to both 
the laboratory and clinical aspects of many phases of anesthesi- 
ology but also in his historical, literary, and philosophical writ- 
ings. The method of presentation of each subject is intriguing 
and makes excellent reading. Dr. Bourne’s writings are liberally 
interspersed with literary quotations, particularly poetry. The 
illustrations are exceilent and include photographs of men 
eminent in anesthesiology as well as of various faculty members 
of McGill University with whom the author has been associated 
and who have aided the progress of modern anesthesia. An 
epilogue follows the main text of the book, and thereafter 
appears an extensive list of references. The general format, print- 
ing, and binding of this volume are excellent. While this pub- 
lication will appeal particularly to anesthesiologists, any scientist 
or literary scholar should enjoy perusing the stimulating and 
informative pages compiled by this brilliant writer. 


Clinical Ne Volume 2. Proceedings of Congress of Neuro- 
logical Surgeons, New York, 1954. Cloth. $6.75. Pp. 173, with 54 illus- 
trations. The Williams & Wilkins Co., Mount Royal and Guilford Aves., 
Baltimore 2, 1955, 


The Congress of Neurological Surgeons has again produced 
a book of great value. The first five articles are by Dr. Kenneth 
G. McKenzie of Toronto. Over the years Dr. McKenzie has 
come to be recognized and admired not only as one of the most 
able of the neurosurgeons of North America but also as one of 
the most thoughtful and critical. These five articles dealing with 
intracranial astrocytomas, acoustic neuroma, spasmodic torticol- 
lis, Méniére’s syndrome, and trigeminal tractotomy should 
enhance his already enviable reputation. These are concise dis- 
cussions of problems of interest to every neurosurgeon. The 
last two chapters of the book are the reports of symposiums on 


cervical trauma and the medicolegal aspects of head injury by | 


seven different speakers. Both discussions are interesting and 
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well presented. They suffer only by comparison with the crisp, 
meaty style of Dr. McKenzie. There are many good illustrations, 
a moderate number of references, and a full index. 


Practice in Radiotherapy. Under general editorship of Sir Ernest Rock 
Carling, LL.D., F.R.C.S., F.R.C.P., Consulting Surgeon, Westminster Hos- 
pital, London, B. W. Windeyer, M.B., B.S., D.Sc., Professor of Radiology, 
University of London, and D. W. Smithers, M.D., F.R.C.P., F-.F.R., 
Professor of Radiotherapy, University of London. Cloth. $20. Pp. 516; 
33, with 142 illustrations. C. V. Mosby Company, 3207 Washington Bivd., 


St. Louis 3; Butterworth & Co., Ltd., 88 Kingsway, London, W.C, 2° 


England, 1955. 


More than 50 contributors, including all the well-known radio- 
therapists in Great Britain, have presented a well-rounded work 
with special emphasis on the concepts and methods used in Great 
Britain. An interesting feature is the collaboration of radio- 
therapists and their colleagues in surgery, gynecology, and other 
specialities in the preparation of most of the clinical sections in 
part 2. Part 1 presents a discussion of general problems in 
radiotherapy such as those relating to dosimetry, biophysical 
bases, radiotherapeutic methods, and safety and protection. 
Although containing several interesting discussions, they fre- 
quently tend to be so brief or so general, probably because of 
space restriction, that their usefulness for the serious student is 
impaired. He will wish to consult more expanded treatment in 
existing monographs and original articles by the same authors. 
Part 2, entitled Treatment, consists of sections devoted to essen- 
tially all the types of neoplastic disease encountered in radio- 
therapeutic practice as well as discussion of some non-neoplastic 
conditions. The standard of these sections is high. The style of 
writing is rather uniform, considering the varied authorship, 
and it is clear and effective. The clinical discussions including 
exposition of the characteristic of the neoplastic diseases are 

sive yet concise. The indications for irra- 
diation are well presented. The discussions on the comparative 
merits, the proper therapeutic sphere, and the worthwhile com- 
binations of surgery and radiotherapy are useful. Although the 
conclusions reached will not be accepted by all radiotherapists, 
the arguments presented are worthy of serious consideration. 
Sufficient information is given on the methods and technique of 
irradiation as well as dose-time relationships to provide adequate 
insight into these aspects for those trained in this field. As might 
be expected, there is more emphasis on the use of radium than 
is usual in the United States. In most sections data on results of 
treatment are presented adding to the value of the presentation. 
The last section, on records and presentation of results, empha- 
sizes an aspect of medical practice in the field of neoplasia that 
is well warranted. This excellent book should be of value to 
the novice, the advanced worker in radiotherapy, and others 
interested in the treatment of cancer. 


Grosse Nerveniirzte: 21 Lebensbilder. Herausgegeben von Kurt Kolle. 
Im Gemeinschaft mit H. J. de Barahona Fernandes et al. Cloth. 29.40 
marks; $7. Pp. 284, with 21 portraits. Georg Thieme Verlag, Herdweg 
63, (14a) Stuttgart, Germany (American zone); (agents in U. S, A. and 
Canada—Intercontinental Medical Book Corporation, 381 Fourth Ave., 
New York 16), 1956. 


This attractive volume contains the biographies of Berger, 
Bleuler, Bonhoeffer, Ramon y Cajal, Charcot, Cushing, Erb, 
Foerster, Freud, Griesinger, von Gudden, John Hughlings 
Jackson, Jaspers, C. G. Jung, Kraepelin, Moniz, Pawlow, Pinel, 
Rieger, Sherrington, and von Jauregg. The authors of many of 
the biographies are scarcely less famous than their subjects, and 
they write vividly, from their own experiences, about the per- 
sonal characteristics and the scientific thinking that distinguished 
each. There is much to amuse and edify the medical student in 
the accounts of Bleuler’s diatribes against alcoholism, Osler’s 
gentle but pointed admonitions to Cushing, Foerster’s crude but 
courageous pioneering in the techniques of brain surgery, Jung’s 
combination of mountain-climbing, swimming, stone-cutting, and 
similar physical activities with the most abstract forms of in- 
tellectual endeavor, Kraepelin’s determined fight for a rational 
attitude toward criminals, the shooting of Moniz as he wrote 
a prescription for a schizophrenic patient, the experiences of 
Pinel in the insane asylums of his day, the distantly polite inter- 
change of letters between von Jauregg and Freud, and the 
drowning of von Gudden, at the age of 62, as he tried to prevent 
the suicide of a demented king in the Starnberger See. 
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| chapter is accompanied by photograph and signature of the 
| subject and followed by a list of his more important publications. 
| The book is recommended as interesting reading, a scholarly con- 
tribution to literature, and an essential item for any library of 
the history of medicine. 


Principles of Public Health Administration. By John J. Hanlon, M.S., 
M.D., M.P.H., Medical Director, U. S. Public Health Service. Second 
edition. Cloth. $8.50. Pp. 693, with 47 illustrations. C. V. Mosby Com- 
Pany, 3207 Washington Blvd., St. Louis 3, 1955. 


In the five years that have elapsed since the publication of the 
first edition of this book, it has taken its rightful place as one 
of the standard textbooks and references on public health ad- 
ministration. The book is unique in that it combines in one 
volume a consideration of general principles of administration 
and of the practical applications of these to the field of public 
health. The second edition is a rearrangement and expansion of 
the original text, incorporating many changes in the field of 
public health and a broadening of the author's experience and 
horizon. New chapters are included on rehabilitation, accidents, 
dental health, and mental health. Chapters on scciologic aspects 
and on cultural anthropology as well as a new section on inter- 
national health reflect the author’s recent experiences in dealing 
with world-wide problems both here and abroad. This is a 
scholarly book, somewhat philosophical at times, but always 
written with the open mind of one who is ready to appreciate 
and present different points of view. 


Clinical Orthopaedics. Number Six. Anthony F. DePalma, editor-in- 
chief. With assistance of associate editors, Board of Advisory Editors, 
Board of Corresponding Editors. Cloth. $7.50. Pp. 219, with illustrations. 
J. B. Lippincott Company, 227-231 S. Sixth St., Philadelphia 5; 2083 Guy 
St., Montreal, Canada; Pitman Medical Publishing Co., Ltd., 39 Parker St., 
Kingsway, London, W.C.2, England, 1955. 


This book is similar in size and format to the preceding 
volumes of this series. It is of excellent size and weight for 
easy reading, the type is clear, and the illustrations are well 
chosen. As with the previous volumes, about half of the book 
is devoted to one subject. This time the subject is hip replace- 
ment prostheses. Nine articles grouped together discuss the in- 
dications, contraindications, and uses of replacement prostheses. 
Some of these articles stress the care that should be used in 
performing this type of surgery, with particular reference to 
proper selection of patients as well as strict operative techniques. 
There is one article on replacement prostheses for the shoulder 
and one that shows an excellent result from a finger joint 
arthroplasty. The remainder of the book deals with other general 
orthopedic subjects, and an interesting article in this series is 
the one by Goff dealing with growth acceleration in Legg-Calvé- 
Pérthes disease (osteochondrosis of capital epiphysis of the 
femur) by the feeding of chlortetracycline. This is taken chiefly 
from Goff’s recent book on this subject. Perhaps more time 
should have elapsed to permit further study of these patients 
before suggesting the routine use of this material as a dietary 
adjunct. The other articles in the volume are well done, and, as 
in previous volumes, most of the articles have a short summary 
in English and Spanish. The last part of the volume consists of 
a series of three short articles written to the spectator. These are 
similar to correspondence club papers. They do, however, make 
interesting reading. 


Atlas of Plaster Cast Techniques. By E. E. Bleck, M.D., Orthopedic 
Surgeon, San Mateo Clinic, San Mateo, Calif., Nellie Duckworth, and 
Nancy Hunter, Plaster and Operating Room Technicians, North Carolina 
Orthopedic Hospital, Gastonia, N. C. Cloth. Loose-leaf. $4.75. Pp. 128, 
with 347 Illustrations. Year Book Publishers, Inc., 200 E. Illinois St., 
Chicago 11, 1956. 


This book makes interesting reading and fills a definite need. 
It is generally excellent. There are a few minor points in tech- 
' nique that could be argued, but these do not detract from the 
value of the book. The use of photographs as visual aids is 
| excellent, and the legends explain the principles involved in the 
subjects depicted. The author stresses the common errors in the 

application of plaster and how to avoid mistakes such as those 
| causing pressure sores under the cast. The necessary armamen- 
tarium is well explained and well illustrated. This book is recom- 
mended for use as a reference in hospital plaster rooms. It is a 
F good book for medical students and residents. 
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Chemistry and Human Health. By Burnham S. Walker, M.D., Ph.D., 
Professor of Biochemistry, Boston University School of Medicine, Isaac 
Asimov, Ph.D., Associate Professor of Biochemistry, Boston University 
School of Medicine, Boston, and M. Kolaya Nicholas, R.N., M.A., 
Instructor in Chemistry and Pharmacology, Medical Center, Jersey City 
Hospital School of Nursing, Jersey City, N. J. McGraw-Hill Series in 
Nursing. Lucile Petry, consulting editor. Cloth. $5.75. Pp. 445, with 
illustrations, Blakiston Division, McGraw-Hill Book Company, Ine., 330 
W. 42nd St., New York 36; 95 Farringdon St., London, E.C.4, England, 
1956. 


Like most textbooks in general chemistry for students of 
nursing, this one concentrates on those aspects of inorganic, 
physical, and organic chemistry that are of most interest to these 
students and gives about half of the space to biochemistry. This 
textbook differs markedly from others, however, in its beauti- 
fully simple, precise, and lucid style. (This difference is probably 
accounted for by the fact that Dr. Asimov has “written 11 novels 
and 80 shorter pieces of fiction,” to quote the dust jacket.) Peda- 
gogic aids include an abridged table of contents at the head of 
each chapter; a full index; questions for the student at the ends 
of subsections and chapters and review questions at the ends of 
sections; judicious use of boldface and italic type; and generous 
use of tables, formulas, diagrams, and equations. All three 
authors teach chemistry to nurses. To their own experience they 
added that of other teachers as supplied by questionnaire, the 
replies to which were used as a guide in preparing this book, The 
printing is good and the binding is sturdy. 


The American Academy of Orthopaedic Surgeons Instructional Course 
Lectures. Volume XII. Editor: R. Beverly Raney, M.D. Cloth. $10.75. 
Pp. 287, with illustrations. J. W. Edwards, Ann Arbor, Mich., 1955. 


This volume is similar in size and format to the preceding 
volumes in this series. The presentations are selected from the 
instructional courses given at the annual meeting of the Ameri- 
can Academy of Orthopaedic Surgeons, This is an excellent 
reference book, particularly for those who are unable to attend 
the courses in person. On the whole, the papers are excellent, and 
the selection of materials is a good cross section of the type of 
instruction given. This book is recommended for the orthopedic 
surgeon and for those in residency training. 


Differentialdiagnose innerer Krankheiten: Eine kurzgefasste Darstellung 
fiir Arzte und Studierende. Von Dr. Robert Hegglin, Privatdozent an der 
Universitat Zurich. Fourth edition. Cloth. 69.60 marks; $16.55. Pp. 678, 
with 372 illustrations. Georg Thieme Verlag, Herdweg 63, (14a) Stuttgart, 
Germany (American zone); (agents in U. S. A. and Canada—Interconti- 
nental Medical Book Corporation, 381 Fourth Ave., New York 16), 1956. 


This is the fourth edition in four years of this textbook on 
differential diagnosis. The purpose of the book is to present 
medical students, general practitioners, and internists with dis- 
cussions .of differential diagnosis based on the common key 
symptoms met with in general practice. This principle has not 
been changed since the first edition, though a few new symptoms 
have been added. The author expressly states that the compli- 
cated diagnostic procedures used by specialists are not con- 
sidered, the assumption being no doubt that the family physician 
or internist will refer the patient to a specialist when he deems 
it necessary. After a section discussing from the general view- 
point the ordinary criteria to be considered in arriving at a 
judgment regarding diagnosis, the foundations for its practice, 
the procedures necessary for its confirmation, and the value of 
differential diagnosis according to disease groups, the author 
discusses the symptom groups in detail, beginning with anemia. 
In each section covering a main symptom are subsections that 
note and classify the etiological factors. In the case of anemia, 
for example, the normochromic, the hypochromic, and the 
hyperchromic types are considered, and these are each discussed 
briefly but adequately, so that the reader gets a clear view of 
the etiological factors. Following anemia there are sections on 
the hemorrhagic diatheses, fever, headache, dyspnea, cardiac 
arrhythmias, myocardial damage (including the electrocardio- 
graphic changes), cyanosis, chest pain, hypotension and hyper- 
tension, lung infiltrations and the associated roentgenographic 
changes, enlarged lymph nodes, abdominal pain, diarrhea, ob- 
stipation, jaundice, splenomegaly, urinary abnormalities, edema, 
pain in the extremities and spinal region, and unconsciousness. 
To record the subdivisions is beyond the scope of a review. 
Suffice it to say that they are intelligently planned and each is 
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clearly and briefly discussed. The book is substantially bound, 
printed in clear type on a good quality of paper, and illustrated 
by many excellent photographs of patients (some in color), of 
radiographs, electrocardiographic tracings, blood smears, and 
diagrams. Each section is followed by a bibliography, and there 
is a subject index. The book would be a valuable addition to 
the library of those students, general practitioners, and internists 
who read German. 


Final Contributions to the Problems and Methods of Psycho-Analysis. 
By Sandor Ferenczi, M.D. Basic Classics in Psychiatry. Edited by Michael 
Balint, M.D., Ph.D., M.Sc. Translated by Eric Mosbacher and others. 
Introduction by Clara Thompson, M.D., Executive Director, William 
Alanson White Institute of Psychiatry, New York. Cloth, $6.50. Pp. 447. 
Basic Books, Inc., 59 Fourth Ave., New York 3, 1955. 


This is the third and final volume of Ferenczi’s selected papers. 
Volume | was published in America under the title “Sex and 
Psychoanalysis,” and volume 2 as “Further Contributions to the 
Theory and Technique of Psychoanalysis.” This third volume 
contains articles written after the publication of volume 2, some 
posthumous papers, some fragments, and papers omitted from 
previous publications. In addition, there is a bibliography of 


those of Ferenczi’s works that have been translated into English © 


and an index to all of Ferenczi’s work in English. The material 
in this volume has until now been available only in German, 
in parts 3 and 4 of “Bausteine zur Psychoanalyse.” The bulk of 
this excellent translation was done by Eric Mosbacher. Both 
the editor and the publishers are to be thanked for bringing this 
important contribution of psychoanalytic literature to the Eng- 
lish reader. 


Surgical Diagnosis. By Philip Thorek, M.D., F.A.C.S., F.1.CS., Pro- 
fessor of Surgery, Cook County Graduate School of Medicine, Chicago. 
Cloth. $12. Pp. 320, with 291 illustrations by Carl T. Linden, Assistant 
Professor of Medical Illustration, University of Hlinois College of Med- 
icine, Chicago, J. B. Lippincott Company, 227-231 S. Sixth St., Phila- 
delphia 5; 2083 Guy St., Montreal, Canada; distributed in Great Britain 
by Pitman Medical Publishing Co., Ltd., 39 Parker St., Kingsway, 
London, W.C.2, England, 1956. 


While there seems to be no end to the list of books being 
published today for various aspects of medical practice, there 
is always room for the complete reference book and for the 
practical treatise that offers points of everyday interest. This is 
a practical book and within 300 pages gives a wealth of helpful 
guiding hints for the surgical diagnosis of problems in the various 
systems of the body. The author has had a four-point approach 
in assembling the material, as a result of which the student and 
practitioner will be led easily from diagnosis to diagnosis and 
with little risk of becoming lost because of the introduction of 
extraneous material. The author uses these requisites in his 
investigation of a medical problem: a well-taken history, a care- 
ful evaluation of the present symptom complex, a properly con- 
ducted physical examination, and consideration of pertinent 
laboratory data. As a result of his approach, the clarity and 
simplicity of the drawings, and the readability of the pages, 
author and publisher have combined to produce a most com- 
mendable book for use in practice. 


Your Blood Pressure and How to Live with It. By William A. Brams, 
M.D. Cloth. $2.95. Pp. 160, with 7 illustrations by Hertha Furth. J. B. 
Lippincott Company, 227-231 S. Sixth St., Philadelphia 5, 1956. 


This manual is written for the public by a practicing physician. 
It therefore exudes a certain warmth of experience and contains 
such headings as The Warnings of Hypertension, What Causes 
High Blood Pressure, What You Can Do For Yourself, Rules 
For the Hypertensive, and Living with Low Blood Pressure. 
Many of the exhortations and rules are illustrated with case 
histories that are distinctly “corny” and fictional for the physi- 
cian reader but doubtless stimulating to the layman. One often 
wonders where medical writers find these uniquely illustrative 
cases. The advice given is certainly reasonable and consonant 
with modern practice but omits discussion of specific drugs that 
the patient may want to know about. The style of writing is 
easy and at poinis quite breezy. The book resembles its predeces- 
sors in the same field. Printing is clear and format good. The 
book can be recommended. 


J.A.M.A., May 19, 1956 


An Atlas of Regional Dermatology. By G. H. Percival, M.D., Ph.D., 
F.R.C.P.E., Grant Professor of Dermatology, University of Edinburgh, 
and T. C. Dodds, F.1.M.L.T., F.1.B.P., F.R.P.S., Laboratory Supervisor, 
Department of Pathology, University of Edinburgh, Edinburgh, Scotland, 
Cloth. $19. Pp. 264, with 475 illustrations. E. & S. Livingstone, Ltd., . 
16 and 17 Teviot Pl., Edinburgh 1, Scotland; Williams & Wilkins Com- 
pany, Mount Royal and Guilford Aves., Baltimore 2, 1955. 


This atlas consists solely of colored pictures of various dis- 
orders of the skin. The photography is excellent and the pictures 
clearly reveal the conditions involved. Whether one is interested 
in lichen planus, scabies, malignant melanoma, milium, acnege 
or any other reasonably frequently encountered dermatological 
lesion, this book will be a useful reminder and helpful guide. It 
is a worthwhile addition to the library of the student and practi- 
tioner. 


Biochemistry for Medical Students. By William Veale Thorpe, M.A., | 
Ph.D Sixth edition. Cloth. $6.75. Pp. 542, with 48 illustrations. J. B. 
Lippincott Company, 227-231 S. Sixth St., Philadelphia 5; J. & A, | 
Churchill, Ltd., 104 Gloucester Pl., Portman Sq., London W.1, England, 
1956. 


This textbook is intended for medical and dental students who 
are taking physiology simultaneously. It is clearly written. The 
author first reviews those parts of physical chemistry that apply 
to reactions occurring in solution. Then he considers “the com- 
moner substances found in food and in tissue,” special catalysts 
(enzymes) concerned in biochemical reactions, other substances 
of physiological importance, and the distribution of the sub- 
stances in the tissues. In part 2, he treats digestion, absorption, 
and intermediary metabolism, together with oxygen metabolism, 
hormones, and vitamins. Part 3 he devotes to the body as a 
whole: its energy needs, food, and waste products. The sixth 
edition differs from earlier ones chiefly in the inclusion of new 
material on the structure of proteins, on coenzyme A and its role 
in metabolism, and on the synthesis of large molecules from 
small fragments. The chapter on enzymes is revised, the section 
of redox potentials is slanted differently, and the chapter on 
nucleic acids is rewritten. There are fewer references to the orig- 
inal literature than in comparable textbooks written in the 
United States (and many fewer than are given in German text- 
books), but each chapter gives numbers referring to specific items 
in the bibliography. The index is extensive. The paper, printing, 
and binding are good. 


A Manual of Fractures and Dislocations. By Barbara Bartlett Stimson, 
A.B., M.D., Med.Sc.D., Director of Department of Bone and Joint Sur- 
gery. St. Francis Hospital, Poughkeepsie, New York. Third edition. Cloth. 
$4.50. Pp. 224, with 97 illustrations. Lea & Febiger, 600 S. Washington 
Sq., Philadelphia 6, 1956. 


This small book is not intended for the specialist but for 
students, interns, and general practitioners. It does not describe 
operative techniques or give in detail the care of serious injuries. 
It does, however, in simple language and with the help of a 
substantial number of sketches describe the problems commonly 
encountered when one is faced with fractures and dislocations. 
it admittedly is not intended to replace more detailed books, and 
this the author admits. But it is a handy compendium for quick 
reference. 


James Parkinson (1775-1824): A Bicentenary Volume of Papers Dealing 
with Parkinson’s Disease, Incorporating the Original ‘Essay on the Shaking 
Palsy.’ Edited by Macdonald Critchey. With collaboration of William H. 
McMenemey, Francis M. R. Walshe, and J. Godwin Greenfield. Cloth. 
$4.50. Pp. 268, with 4 plates. St. Martin’s Press, Inc., 103 Park Ave., 
New York 17; Macmillan & Co., Ltd., 10 S. Audley St., London, W.1, 
England, 1955. 


This book is a bicentenary volume of papers dealing with 
paralysis agitans, and it incorporates Parkinson’s original essay 
on the shaking palsy. Parkinson wrote with clarity, modesty, and 
simplicity. In setting forth his subject matter he followed Lewis 
Carroll's injunction: “Begin at the beginning, and go on till you 
come to the end; then stop.” Parkinson’s prose, consequently, 
is easy to read and refreshing. This book also includes an 
engaging biographical essay on the man, an account of the 
changing views up to the present of the pathology of paralysis 
agitans, and a section on its clinical features with special refer- 
ence to the relevant fundamental physiological issues. All this 
makes for informative, interesting reading. 
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CLINICALLY WELL CHILD BECOMES 
TUBERCULIN POSITIVE 


To tHe Epiror:—An 8-year-old girl, who has been in contact 
with a patient with tuberculosis, has recently become tuber- 
culin positive. Her chest x-ray is normal, and she appears 
clinically well. Please comment on the management of this 
problem. Is antimicrobial therapy indicated in the absence 
of positive sputum or x-ray changes? 

James B. Gault, M.D., Creston, lowa. 


ANSWER.—It is assumed that this girl has been tested 
periodically with tuberculin and has been a nonreactor until 
recently. In such cases the tuberculin reaction is the earliest 
diagnostic evidence of the presence of tuberculosis. Most likely 
the lesions are still microscopic and therefore do not cast visible 
shadows on x-ray film, or they may lack adequate consistency 
to obstruct x-rays and therefore are radiotransparent. Most 
likely the lesions are multiple. Some are located in extrathoracic 
organs, but more are within the thorax. These lesions might 
remain microscopic or invisible to x-ray inspection of the chest 
and cause no clinical disease throughout this person’s normal 
span of life. On the other hand, one or more of them may 
at any time in life, even including the older years of life, release 
tubercle bacilli, thus producing endogenous reinfection-type 
(clinical) tuberculosis. Bogen (Am. Rev. Tuberc. 42:253, 1940) 
arrived at the conclusion that about 50% of infected persons 
at some time have clinical lesions. Acute reinfection forms, such 
as meningitis, generalized miliary disease, tuberculous pneu- 
monia, and pleural, pericardiac, and peritoneal effusions, may 
occur within weeks or months after the tissues are sensitized 
so as to react characteristically to tuberculin. For example, if 
* a lesion is located in or adjacent to the central nervous system, 
it may release tubercle bacilli into a ventricle of the brain or 
directly into the subarachnoid space and result in meningitis. A 
lesion adjacent to a blood vessel or a large lymphatic vessel, 
such as the thoracic duct, may involve its walls and discharge 
tubercle bacilli directly into the blood or !ymph streams, with 
resulting generalized miliary tuberculosis, A lesion lying adjacent 
to a bronchial ramification may erode its wall and discharge 
tubercle bacilli into the lumen, after which the bacilli are 
aspirated peripherally and result in tuberculous pneumonia. 
Pleural effusion is usually the result of a subpleural pulmonary 
lesion invading the pleurae. Tuberculous pericarditis and peri- 
tonitis are produced in a similar manner. Primary lesions may 
retain tubercle bacilli for years or decades before releasing them 
and producing acute forms of tuberculosis. Chronic lesions, 
including those in the lungs, kidneys, and other organs, often 
are the result of endogenous reinfections from lesions laid down 
at the time of the initial invasion. They may also appear any 
time after sensitivity to tuberculin is established, even in the 
older years of life. Until recently the management of a case 
of tuberculosis such as the one in this 8-year-old girl consisted 
mainly of periodic examinations to detect chronic lesions as 
soon as possible after they were large enough to be located, and 
emphasis was on the importance of promptly reporting symptoms 
that might be due to an acute form of tuberculosis. The 
advent of antimicrobial drugs offered the first hope of the 
possibility of destroying all tubercle bacilli in the human body, 
thus curing the disease in the strict sense of the word. However, 
after vascularity of tuberculous lesions is lost, there is little 
likelihood of reaching all tubercle bacilli in the individual’s body 
with antimicrobial drugs in the blood stream. This makes 
periodic testing of all nonreactors with tuberculin imperative 
in order that the presence of lesions may be determined while 


The answers here published have been prepared by competent authori- 
ties. They do not, however, represent the opinions of any medical or other 
Organization unless specifically so stated in the reply. Anonymous com- 
munications and queries on postal cards cannot be answered. Every letter 
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request. 


they are still vascular. It is not yet known whether, at this 


early stage of evolution of tuberculosis, tubercle bacilli can be 


destroyed with present-day drugs given in combinations over 
long periods; however, there is good evidence that such drugs 
markedly suppress the tubercle bacilli. This may give the body's 
defense mechanism an opportunity to more effectively wall off 
the organisms. Although the incidence of acute and chronic 
endogenous reinfections occurring soon after tissues are sensi- 
tized is relatively low, the aggregate includes a large number 
of people. Limited observations to date strongly suggest that 
these acute conditions may be definitely reduced in number if 
antimicrobial drugs are administered promptly after allergy is 
first detectable. In cases such as this one, the only criterion 
of effectiveness of antimicrobial drug administration is the dis- 
appearance of sensitivity to tuberculin. A few such cases have 
been reported, but it is not yet known whether the disappear- 
ance indicates that all tubercle bacilli have been destroyed or 
have only been suppressed so that they do not multiply and 
therefore are not eliminating enough tuberculoprotein to main- 
tain sensitivity of the tissues. If tubercle bacilli are only sup- 
pressed, the question arises as to whether they may become 
resistant to antimicrobial drugs to such a degree that, if clinical 
lesions should later appear, the drugs would be useless. Until 
more information is available, it would seem well to withhold 
at least one of the major drugs such as isoniazid or streptomycin 
for such an eventuality. 


SERUM NEURITIS FOLLOWING 
TETANUS IMMUNIZATION 


To THE Epitor:—A patient was given tetanus antitoxin on 
Dec. 7, 1954. He had been immunized against tetanus while 
in the Army and he received a booster dose of tetanus toxoid 
in 1945. He received a slight scratch on one heel on Dec. 7, 
1954. He was taken to the hospital, skin tested (which he 
states showed a red area around it in about 10 minutes), and 
given half the dose of tetanus antitoxin in each arm. Eight 
days later his arms began swelling at the site of injection and 
showed a typical local allergic reaction. In a few days he 
developed a macular-type rash on his trunk anteriorly. He 
rapidly lost the use of both arms and both hands and has 
been in great pain. He has received antihistamines, hydro- 
therapy, cortisone, vitamin B therapy, and calcium without 
relief. His right deltoid muscle appears dead from tests for 
activity. Both biceps and infraspinatis muscles: are weak. In 
fact, all the muscles of both shoulders, arms, forearms, and 
hands appear weak. Three consultants agree this condition is 
due to tetanus antitoxin. They predict recovery in a few days 
to a few months. Arms are placed in abduction to prevent 
stretching muscles involved. What is the prognosis? Are these 
cases common? Should toxoid be given instead of antitoxin 


in these cases? Eugene G. Auld, M.D., Malden, Mass. 


This inquiry was referred to two consultants, whose respective 
replies follow.—Eb. 


ANSWER.—The treatment of this case of serum neuritis seems 
to have been entirely satisfactory. In a similar case reported by 
H. Smith (J. A. M. A. 157:906 |March 12] 1955) cortisone, in 
a dosage of 300 mg. the first day followed by 200 mg. per day 
orally, was credited with producing dramatic relief of pain and 
disability. The prognosis for full recovery is good. The condition, 
while not common, is probably more frequent than is generally 
appreciated. The efficacy of tetanus toxoid as an immunizing 
agent was shown by the fact that only 12 cases of tetanus oc- 
curred in the U. S. Army during World War II, and, of these, 
only six patients had received basic immunization, as reported 
by Long and Sartwell (U. S. Army M. Dept. Bull. 7:371, 
1947). Recently, Turner, Stafford, and Goldman (Bull. Johns 
Hopkins Hosp. 94:204, 1954) studied the duration of protection 
afforded by this procedure, as measured by serum antitoxin 


297 


298 QUERIES AND MINOR NOTES 


levels. Their subjects included 72 persons whose last injection 
of toxoid was given 5 to 11 years previously. In 54 of these 
persons they also studied the rise in serum antitoxin levels after 
a booster injection of toxoid. Their findings, together with the 
rarity of clinical tetanus in previously immunized persons, led 
them to recommend that, in civilian practice, tetanus toxoid 
alone be administered when prophylaxis is needed for persons 
who served in the armed forces during or subsequent to World 
War II. This recommendation has particular force when the 
wound is as trivial as that described in this query. Persons whose 
occupations expose them to risk of injury should be actively 
immunized and receive periodic booster injections. 

ANSWER.—The history of the patient shows typical, well- 
known, but infrequent, reactions to therapeutic serums. Usually 
7 to 10 days after the serum was injected the patient develops 
serum sickness and a reaction at the injection site with swelling 
of the extremity. This is followed by pain in the distribution of 
the spinal nerve roots and eventually paralysis with muscle 
atrophy. The areas involved are independent of the site of in- 
jection and most often involve the brachial plexus, especially 
the portions innervated from C5 and C6. As a rule the prog- 
nosis is good, ending in recovery in weeks or months, although 
in severe cases some muscle atrophy may persist. The therapy 
as outlined would seem adequate. These cases are not common. 
The question “should toxoid be given instead of antitoxin in 
these cases?” is not easy to answer dogmatically. One point of 
view is that expressed by Peterson and co-workers (A. M. A. 
Am, J. Dis. Child. 89:295 |March] 1955) who stated that “it 
seems clear that persons who are not in shock are able to 
respond adequately to stimulating injections of tetanus toxoid 
at any time within 11 years after the basic course of active 
tetanus immunization or the last antigenic stimulation. Cer- 
tainly there appears no reasonable justification, except the pres- 
ence of extreme and prolonged shock, for giving prophylactic 
tetanus antitoxin to a person who has been previously actively 
immunized by an approved course of immunization against 
tetanus.” Indications for the use of tetanus antitoxin in pre- 
viously immunized individuals have been reported (J. A. M. A. 
156:501 [Oct. 2] 1954; ibid. 157:1663 [April 30] 1955; and 
Pediatrics 3:64 |Jan.| 1949). It would seem that while there 
was some justification for the use of tetanus antitoxin in this 
patient, actually the current thinking would be that it would 
have been better to have given him merely a booster dose of 
tetanus toxoid and no tetanus antitoxin. Clearly this man should 
maintain in the future an adequate level of active immunity to 
tetanus so that serum would not be needed should he be injured 
again. 


QUININE RESIN TEST FOR GASTRIC ACIDITY 


To THE Epiror:—What is the technique of the quinine resin 


screening test for gastric acidity? Is the test reliable? How 
do you interpret the results? 


Charles J. Jannings, M.D., Fairfield, Ill. 


ANSWER.—To determine gastric acidity by the tubeless 
method, employing a quinine resin, it is necessary for the pa- 
tient to fast after midnight. The patient voids before the test 
begins, and the urine is discarded. Next the patient is given a 
secretory stimulant to stimulate secretion of hydrochloric acid 
by the parietal cells. It may be one of the following: 0.5 cc. of 
histamine phosphate (1:1,000), 0.5 cc. of*histamine hydrochlo- 
ride, 50 cc. of 7% ethyl alcohol, or 250 mg. of caffeine sodio- 
benzeate dissolved in one-half glass of water. The first two are 
injected subcutaneously, while the last two are administered 
orally. One hour later the patient voids, and the sample is used 
as a control. Then the patient drinks one-fourth glass of water 
containing 2 gm. of quinine carbacrylic resin. This is followed 
by one-fourth glass of water to insure ingestion of all the indi- 
cator. Two hours later the patient voids, and the specimen and 
control are analyzed for their quinine content. If urination is 
necessary during the two-hour interval the specimen should be 
added to the sample obtained at the end of two hours. Each 
specimen is diluted to 300 cc. with distilled water. A 30 cc. 
aliquot of each is made alkaline by adding 5 cc. of 0.5 N sodium 
hydroxide solution. Then 15 cc. of ether is added, and the mix- 
tures are shaken. After the layers have separated the ether layer 


J.A.M.A., May 19, 1956 


containing the quinine will be on top. If the layers are not dis- 
tinct a few drops of alcohol may aid a sharper separation. Add 
to 8.2 cc. of the ether layer 5 cc. of 0.1 N sulfuric acid solu- 
tion, and shake gently. The quinine will now be in the bottom 
layer of sulphuric acid. Separate the bottom layer, and examine 
it under ultraviolet light or an electronic photofluorometer, 
comparing the fluorescence with that of two standards made by 
dissolving quinine sulfate in norrfal urine in amounts such that 
the diluted standards will contain 15 and 25 mcg. quinine sul- 


fate per cubic centimeter. The above method is generally re-« 


ferred to as the Segal-Miller technique. Flood believes that more 
accurate results may be obtained by a modification replacing 
ether extraction by benzene extraction. In this case 10 ec. of 
the urine diluted with distilled water is mixed with 10 cc. of 
0.1 N sodium hydroxide solution. Then 30 cc. of benzene is 
used for extraction, and 1 cc. of isoamyl alcohol is added to the 
upper benzene layer. To 20 cc. of this layer is then added 10 
cc. of 0.1 N sulfuric acid, and the resulting mixture is shaken 
thoroughly. After the mixture has separated, 8 cc. of the lower 
layer containing quinine is then analyzed. If the amount of 
quinine in the control is less than 15 mceg., it is subtracted from 
the quinine in the two-hour sample. If more is present the test 
is invalid and should be repeated. The generally accepted values 
for anacidity are 12 mcg. of quinine for the Segal-Miller method, 
25 meg. for that of Flood; for free gastric acid, above 25 mcg. 
for the Segal-Miller, above 50 mcg. for the Flood technique. 
This consultant believes the quinine resin test is fairly reliable. 
Shay and others have warned that the test should not be relied 
on in cases of the subtotally resected stomach, probably be- 
cause the quinine resin does not remain in the gastric pouch 
long enough for hydrogen ions to replace the quinine ions in 
the resin. Consequently few quinine ions can be absorbed by 
the intestine and excreted by the kidneys, thereby appearing 
in the urine. Others have reported false positives as well as false 
negatives. It is believed that collection of the urine within two 
hours after resin administration reduces the opportunity for 
ions like sodium, potassium, magnesium, and calcium to re- 
lease quinine and leads to a false positive. Drugs and some of 
the B vitamins and steroid compounds excreted in urine also 
cause fluorescence and can lead to a false positive, but the con- 
trol sample prevents this error. It appears that for a reliable 
test a certain optimum time of exposure to a proper pH is nec- 
essary in order for the exchange reaction between hydrogen 
ions and quinine ions to take place. False negatives, however, 
imply that absorption and factors other than pH can be of import. 
It is important to remember that there is no direct quantitative 
relationship between the degree of acidity and the amount of 
quinine excreted. 


SALIVARY FISTULA 


To THE Epitror:—On Sept. 13, 1955, a man was struck in the 
left jaw with three broken beer bottles and sustained a deep 
laceration of his left cheek just below the zygoma. The 
muscles of mastication were severed and were resutured. A 
week later slight infection set in; there was some drainage 
for a few days and a Salivary fistula developed. He had a 
copious flow of saliva from the fistulous opening when food 
was eaten. The duct system and the point of origin as well 
as ramifications of the sinus tract were revealed by sialog- 
raphy. 1 am interested in the proper procedure for repairing 
this fistula. Is there a possibility that this fistula may close 
spontaneously? 


Julius L. Boiarsky, M.D., Charleston, W. Va. 


ANSWER.—Parotid fistulas are divided into two groups: fistulas 
of the glandular portion and fistulas of the duct. The method 
of treatment differs, and a diagnosis of the type of injury is of 
prime importance. The exact site of the opening should be 
established and an effort made to determine injury to the gland 
or the duct. Visualization by injection of iodized oil and x-ray 
examination will be of great aid. Many wounds of the gland, 
with copious external flow of saliva, may cease spontaneously 
after some weeks. Recent clean injuries should be closed pri- 
marily by suture to the full depth of the wound, drainage being 
provided so that the deep aspect of the wound cannot be dis- 
tended. Infected wounds have to be dressed until infection has 
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been controlled. Glandular fistulas usually respond to proper — 


treatment. Cautery or excision can be done. Excision followed 
by suturing of the wound is best. Intermaxillary wiring of the 
teeth serves to put the parts at rest and is supplemented by a 
pressure bandage. A bland diet, free of anything that would 
stimulate the salivary flow, is desirable. When the duct is in- 
volved the problem is more complicated. Injuries to the duct 
resulting in fistulas are classified as (1) those anterior to the 
masseter muscle and (2) those occurring in the miasseteric 
portion of the duct. In recent cases where the duct is injured 
or severed, an attempt is made to suture the cut ends. Fistulas 
anterior to the masseter muscle may be treated by dissecting the 
fistula free of the cheek and suturing the tissue to the oral 
mucosa. Fistulas involving the masseter muscle are more diffi- 
cult to cope with and need a plastic reconstruction of the duct 
utilizing the buccal mucosa. There are several operations that 
can be done to repair these defects, and the references suggested 
are of great aid in choosing the method to be used. 
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PREVENTION OF OPHTHALMIA NEONATORUM 


To tHE Eprtor:—/ would like information regarding ophthal- 
mic solutions used on newborn infants. 1. Is silver nitrate 
used universally, ar 1, if not, what other preparations are ad- 
visable? 2. Is saline solution or distilled water preferred as 
an irrigation solution following silver nitrate instillation? 3. 
Is there any harmful effect in using saline solution immediately 
after the silver nitrate? 


Matthew A. Moroz, M.D., DeLand, Fla. 


This inquiry was referred to two consultants, whose respective 
replies follow.—Ep. 


ANSWER.—As a prophylactic agent for ophthalmia neo- 
natorum, no substitute for 1% solution of silver nitrate has been 
found in the long list of new bacteriostatic drugs. Those physi- 
cians in position to experiment with new methods of prophylaxis 
without violating the law and avoiding proper control methods 
have used many antibiotics with good results. However, Benedict 
(J. Michigan M. Soc. 49:560-565 |May] 1950) believes that those 
not in position to experiment with new methods should continue 
using silver nitrate prophylaxis. Irrigation with saline solution 
or distilled water is not necessary. If the one purpose in irrigat- 
ing is to remove the silver nitrate, saline solution is the more 
effective, since it precipitates the silver nitrate into an insoluble 
silver chloride. The use of saline solution following prophylaxis 
probably serves no useful purpose but does decrease the value 
of the silver nitrate instillation. 


ANSWER.—Instillation of silver nitrate solution 1% into the 
eyes of newborn infants as a prophylactic against ophthalmia 
neonatorum (the so-called Credé method) has been supplanted 
in some areas by treatment with antibiotics. Most states now 
permit substitution by inference by requiring silver nitrate solu- 
tion or other prophylactic agents generally accepted as efficient 
in preventing ophthalmia. The most commonly used antibiotics 
are penicillin, aureomycin, streptomycin alone, or combined. 
Other silver preparations such as Argyrol, Protargol, and other 
silver protein solutions are not authorized as suitable substitutes 
for silver nitrate. The advantages of silver nitrate over antibiotics 
are: (1) it may be used by midwives in ampuls of proper strength 
and potency supplied by the state department of health, (2) no 
sensitivity exists, and (3) it has a broad spectrum of antibacterial 
activity. The objections to use of silver nitrate are: (1) mistakes 
in the use of too strong solutions, (2) local irritation, and (3) 
reaction that resembles ophthalmia with excess mucoid secretion. 
The merits of advantages and disadvantages of silver nitrate 


are still controversial. However, in many hospitals silver nitrate 
has not been used for years with no increase in the incidence 
of gonorrheal ophthalmia. The objection to antibiotics lies in 
the varying susceptibility of bacterial strains and sensitization 
of the host. There is no significant difference in use of distilled 
water and saline solution for irrigation of the eye following 
instillation of silver nitrate solution. There is no harmful effect 
in using saline solution immediately after silver nitrate. 


GRAYING OF HAIR 


To THE Eptror:—What are the cellular changes in whitening 
of hair due to old age? Does the whitening, or loss of ability 
to produce pigment, originate in a single cell? Is the layer 
of cells that produces the hair continuously generated from 
a “mother cell” at the bottom? If not, how does it happen 
that all the cells lose the ability to produce pigment at the 
same time, without the process extending to neighboring 


follicles? M.D., North Carolina. 


ANSWER.—The coloration of hair is due to the enzymatic 
oxidation of tyrosine in the melanocytes, which are situated 
between the germinative cells of the hair and which contain the 
specific enzyme tyrosinase. If this enzymatic function is lost 
the hair turns gray. Occasionally graying of the hair is caused 
by vitamin deficiencies or by toxic agents; however, in most 
cases early or late graying of hair in animals and men is genet- 
ically induced. It seems to be correct that in a single hair all 
melanocytes lose their pigment-producing capacity at once, and, 


therefore, no transitions exist between the original hair color 


and the color of gray hair. Studies of Billingham and Medawar 
(Heredity 2:29, 1948) show that tyrosinase activity may spread 
into neighboring cells as if it were an “infection.” Under 
different conditions, the loss of enzymatic activity also may 
spread from one cell to the other. Possibly this is the mechanism 
in the spread of vitiliginous spots. The “infective” mutation of 
cells cannot spread from one hair to the next because anatomi- 
cally there is no contact between hairs. Graying in each hair is 
an autochthonous process. The best example for genetically 
induced graying in specific regions without influence on the rest 
of the scalp hair is the rather frequent inherited gray tuft sagit- 
tally across the middle of the scalp, called poliosis circumscribed. 
For references on physiology of pigmentation see Allan L. 
Lorincz’s chapter on pigmentation (in Rothman, S.: Physiology 
and Biochemistry of the Skin, Chicago, University of Chicago 
Press, 1954). For a reference on “infective spread” of muta- 
tional intracellular changes, this consultant recommends Ravin’s 
“Infection by Viruses and Genes” (Am. Scientist 43:468 |July] 
1955). 


NEPHROTIC SYNDROME 


To THE Epiror:—What is the status of corticotropin (ACTH) 
and cortisone therapy in treating the nephrotic syndrome in 
an adult and acute glomerulonephritis in a child aged 2 whose 
urine shows 4+- albumin and whose blood nonprotein nitrogen 
level is 36 mg. per 100 cc.? 


Robert A. Ebersole, M.D., Archbold, Ohio. 


ANSWER.—Corticotropin (ACTH) and cortisone therapy have 
a distinct place in the treatment of the nephrotic syndrome, 
whether it occurs in the child or adult. These newer therapeutic 
agents have an active effect on general, and particularly on pro- 
tein, metabolism, and their beneficial action in nephrotic dis- 
ease may be due to this. Forty years ago, Eppinger (Zur Patholo- 
gie und Therapie des Menschlinen Odems, Berlin, Springer- 
Verlag, 1917, p. 184) reported a successful diuresis in nephrosis, 
due to thyroid extract, and it is known that the latter increases 
protein metabolism. The obvious dangers of toxic action by either 
corticotropin or cortisone can be avoided by judicious’ manage- 
ment of the actual dose employed. Some prefer a large initial 
dose, then a gradual tapering off for 10 to 20 days. Others use a 
smaller daily dose for the same period. Thus periodic adminis- 
tration can be repeated over several weeks. The actual dangers 
are an increase in the concentration of urea or nonprotein nitro- 
gen and potassium in the blood. Usually prompt discontinuance 
of the hormone is sufficient to correct these chemical effects. 
Experience with corticotropin and cortisone in the last five years 
has taught us that they may or may not be successful thera- 
peutic agents in nephrosis. In the latter instance the use of other 


@ 
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diuretic agents alone or combined with corticotropin or corti- 
sone may have the desired helpful action. In acute glomerulo- 
nephritis, whether in a child or adult, corticotropin and cortisone 
may or may not be indicated. Especially when edema tends to 
persist and the blood nonprotein nitrogen is under 50 mg. per 
100 cc., a trial of these agents may be helpful. 


CANKER SORES 


To tHE Eprror:—A woman, aged 50, had a cholecystectomy, 
followed one year later by subtotal gastrectomy and gastro- 
enterostomy, the latter for recurrent duodenal ulcers. Within 
six weeks after the second operative procedure, she lost 22 Ib. 
(10 kg.) in weight and began to have painful canker sores on 
the lining of the mouth, lips, and tongue. Her dentist could 
not account for the oral findings. She has been treated with 
high dosages of vitamins B and C and minerals, liver, iron, and 
stomach concentrate, orally and parenterally with no effect. 
Suggestions as to treatment are requested. 


M.D., New York. 


ANSWER.—Nothing is known about the nature of canker sores 
or aphthous stomatitis, and there is no evidence whatsoever to 
support the assumption that it is connected with nutritional de- 
ficiency of any kind. Aphthous stomatitis has been suspected of 
allergic, psychosomatic, or infectious origin. The latter assump- 
tion is most probably correct. Many workers suspect a virus, 
although it is clearly different from a herpes simplex virus. It was 


discovered accidentally by Distelheim and Sulzberger (J. /nvest.° 


Dermat. 13:115-117, 1949) that rinsing of the mouth with solu- 
tions of the broad-range antibiotics aureomycin or terramycin 
is exceedingly effective in combating this condition. The follow- 
ing procedure is prescribed: two soluble chlortetracycline tablets 
(SO mg. each) are dissolved per ounce of water, and the patient 
is instructed to use the solution as a mouth wash for several 
minutes. The solution should not be swallowed. This procedure 
is repeated every two to four hours, with the solution being 
freshly prepared on each occasion prior to use. This method of 
treatment provides relief of symptoms within 24 hours and also 
promotes healing. It must be emphasized, however, that such 
therapy does not prevent recurrence and is effective only as long 
as it is being used. 


ANTICOAGULANT THERAPY 

IN CORONARY OCCLUSION 

To THE Epiror:—A 67-year-old man, previously well, has had 
two distinct coronary occlusions within the past six months. 
Would you recommend long-term anticoagulant therapy for 
this patient? James B. Gault, M.D., Creston, lowa. 


ANSWER.—Anticoagulant therapy has its place only in serious 
cases of coronary occlusion, that is, if the patient is in shock, 
has heart failure, or has a severe arrhythmia. This consultant 
believes that one can distinguish mild and average cases from 
serious ones and that in the mild and average cases anticoagulant 
therapy should not be routinely used. There are some, however, 
who not only use this type of therapy during every episode of 
coronary occlusion, mild or otherwise, but who also advocate 
long-term therapy. This consultant, however, has had many 
patients who have sustained two and three attacks of coronary 
occlusion and who have been doing well without long-term 
anticoagulant therapy. This consultant would not prescribe it 
in this case unless there had been some indication of a phlebo- 
thrombosis or embolism or a history of previous venous throm- 
bosis or pulmonary embolism. In the Queries and Minor Notes 
section in THE JouRNAL, Dec. 10, 1955, page 1498, there was 
a statement concerning recurrent cardiac infarctions with which 
this consultant is in complete accord. “A patient who has had 
three bona fide coronary occlusions is alive now for six years 
following the last and is apparently in ‘perfect health.’ The 
electrocardiogram still shows deep Q-waves. Another patient 
with bronchial asthma suffered three bona fide episodes of acute 
coronary occlusion and survived the last attack almost 10 
years.” These were patients who had not received anticoagulant 
therapy. 


J.A.M.A., May 19, 1956 


MASSIVE HYDRONEPHROSIS 


To THe Eprror:—!/ recently saw a 14-month-old male identical 
twin with a massive hydronephrosis of the right kidney. The 
mass was so large it displaced alt the abdominal organs to 
the left side of the abdomen. The right kidney, which was 
almost completely destroyed by the large sac of urine, was 
removed, There was a double ureter on the right that was 
complete to the bladder, although the ureter entered the 
bladder as one. They were removed at the junction with the 


bladder. The left kidney felt slightly enlarged. It is planned 


to do a follow-up intravenous pyelogram soon. I would like 
to know the incidence of this disease at this age and the prob- 
ability of the same condition occurring on the opposite side. 
He stood the surgery well and is gaining weight, An intra- 
venous pyelogram of his twin was normal. 


M.D., Minnesota. 


ANSWER.—Massive hydronephrosis of the kidney may be 
present at birth and is a rather common finding during the first 
two years of life. The disease, fortunately, is rarely advanced 
when present bilaterally; however, 30% of these patients have 
a tendency to the mechanical factors producing hydronephrosis 
in both kidneys, and, where one kidney has been removed for 
complete destruction due to congenital causes, the opposite kid- 
ney should be very carefully observed throughout the develop- 
mental period of life. If the child has a normally functioning 
kidney on the left, there is no reason why he should not have 
a normal outlook as to survival and longevity. It should be 
repeated, however, that the opposite kidney should be followed 
carefully from a pyelographic and functional point of view until 
the patient is in his later teens or into the 20’s. 


BRUCELLOSIS 


To THE Epiror:—/ would like information on the treatment of 
brucellosis. 1 have been following certain techniques with 
antibiotics as recommended through the 1955 “Current 
Therapy” book (Conn, H. F., editor, Philadelphia, W. B. 
Saunders Company). I understand that a patient with a 
negative agglutination in a dilution of 1:40 needs no further 


treatment. H. E. O'Neal, M.D., Tipton, lowa. 


This inquiry was referred to two consultants, whose respective 
replies follow.—Eb. 


ANSWER.—While various dosage schemes have been ad- 
vocated for the treatment of brucellosis with antibiotics, there is 
really nothing to be added to the recommendation made in the 
1955 “Current Therapy” book. The objectives in therapy are: 
(1) the restoration of the patient’s health so that his usual daily 
activities can be carried out; (2) the elimination of the bacte- 
remia; and (3) the prevention of relapses. While an agglutination 
titer of 1:40 or below indicates, in general, that the infection has 
been brought under control and perhaps eradicated, the patients 
who remain in good health for several years may have a Brucella 
agglutination titer of 1:100 and above. Most investigators in 
the United States are inclined to believe that at least 80% of the 
patients with proved brucellosis recover with one course of anti- 
biotic therapy, with the tetracycline drugs either given alone or 
in combination with streptomycin or dihydrostreptomycin. Of 
the remaining 20% of patients, a few have chronic ailments 
extending over a period of many months but the majority re- 
cover after further therapy. Since disease in the United States 
is for the most part due to Brucella abortus, the foregoing state- 
ment does not necessarily apply to infection caused by Br. 
melitensis. Disease due to Br. melitensis is more severe; it is 
more likely to be chronic, and relapses occur more frequently 
after what is considered to be adequate antibiotic therapy. 


ANSWER.—Recovery from brucellosis, regardless of the nature 
of the therapy, seems to depend for both its occurrence and its 
duration on the adequacy of the patient’s natural defense ap- 
paratus, chiefly the activities of various phagocytic cells as they 
are enhanced by antibodies or depressed by soluble products 
produced by surviving bacteria in certain tissues. A common 
feature of brucellosis is intracellular residence of Brucella cells. 
If complete bacteriostatic equilibrium is maintained by the 
tissues, no symptoms occur and recovery is said to be complete. 
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Prolongation or recrudescence of symptoms after recovery from 
the initial severe acute phase of infection is a measure of the 
degree and frequency of the patient's failure to maintain com- 
plete bacteriostasis. The function of antibiotic therapy with cur- 
rently available drugs is to obtain cessation of metabolic activity 
of Brucella cells that lie outside of body cells, thereby aiding in 
the phagocytosis of these bacteria. Other bacteria that lie within 
body cells are not vulnerable to the action of these drugs. In 
this important sense there are no specific anti-Brucella agents, 
‘and, consequently, many relapses occur and some patients fail 
to lose some symptoms except at times of administration of sup- 
pressive antibiotic agents and for variable periods thereafter. It 
seems obvious that repeated treatment of this sort is a poor 
method of stimulating antibody formation in the needed quantity 
and quality. The stricture against the use of the natural stimulus 
for this purpose, careful administration of a suitable vaccine 
antigen, in the reference cited, results in a rather Spartan therapy, 
which is useful beyond transitory periods only for those patients 
whose individual bodily defenses are adequate against residual 
Brucella. A more useful and hopeful therapeutic approach to the 
problems of the patient who is only briefly improved by anti- 
biotic therapy can be found in the section on Brucella antigen 
therapy in the chapter on treatment in Harris’ book “Brucellosis 
(Undulant Fever): Clinical and Subclinical” (ed. 2, New York, 
Paul B. Hoeber, Inc., 1950). The need of a patient for treatment 
is not contingent on an associated serum agglutination titer 
but is based on symptoms referable to Brucella infection or, 
occasionally, to brucellar allergy. 


PAIN IN KNEE 


To THE Epiror:—A fibrolipoma of the knee was removed from 
a 40-year-old man who complained of pain below the patella 
over the tibia. Pain at times was excruciating. At times the 
mere touch of the knee by contact of the trousers elicited 
pain, After the operation (horizontal anterior tibial incision) 
he complained for two years of hypersensitiveness in the 


lower part of the incision. At present the pain is above and. 


below the scar. Some days the pain is so severe he can hardly 
walk. The touch of the area by his trouser or the covers of 
the bed always elicits severe pain. The x-ray and laboratory 
findings are within normal range. Suggestions as to treatment 
will be appreciated. While the patient complains that the area 
feels swollen, this is not noticeable on examination. 


Aaren N. Gorelik, M.D., Bronx, N. Y. 


ANSWER.—It is impossible from the information supplied to 
be certain as to the diagnosis in this case. However, the symp- 
toms suggest the presence of a tumor in the skin attached to 
one of the superficial sensory nerves. Symptoms similar to those 
described here have been seen in connection with glomus tumors 
and with superficial neurofibromas. If, after careful search of 
the involved area, a localized point of tenderness can be-found, 
this consultant suggests that a search be made in that area for 
the offending tumor or that a block extirpation of the involved 
skin be made. 


CIGARETTE SMOKING 
To THE Epiror:—What are the effects of smoking on the cardio- 
vascular system? If smoking is permissible in patients suffer- 
ing from myocardial infarction and hypertension, how many 
cigarettes would be allowed with a margin of safety? 
S. N. Ghose, M.D., Calcutta, India. 


ANSWER.—There is definite evidence that smoking two-thirds 
of two standard-sized cigarettes will produce an average increase 
in systolic blood pressure of 20 mm. Hg and in diastolic blood 
pressure of 14 mm. Hg, an average increase of 36 beats per 
minute in the pulse rate, and, in some instances, a change in 
the T wave of the electrocardiogram of normal persons. In 
patients with labile hypertension, during smoking in a similar 
test, there was an average increase in systolic blood pressure 
of 38 mm. Hg, with a range from 24 to 57 mm. Hg. Further- 
more, in patients with hypertension, whose average basal blood 
pressure before smoking was 170/117 mm. Hg, it was noted 
that during smoking there was an average increase in systolic 
blood pressure of 38 mm. Hg, with a range from 34 to 52 mm. 


Hg, and an average increase in diastolic blood pressure of 
23 mm. Hg, with a range of 24 to 34 mm. Hg. These increases 
in blood pressure produced by smoking two-thirds of two 
standard-sized cigarettes could be an additional hazard in a 
patient with hypertension and myocardial infarction. 


WATER SOFTENER 


To THE Epiror:—What effect does a water softener have on the 
sodium ion concentration of water? M.D.., Illinois. 


ANSWER.—If the water softener employs a cycle in which 
the hardness ions such as calcium, magnesium, and iron are 
replaced by sodium, the effect may be appreciable. The amount 
of sodium ions added to the water will depend on the efficiency 
of the softener and on the amounts of hardness ions present. 
The amounts of hardness ions present will vary with the source 
of the water. The efficiency of the softener will depend on such 
factors as the condition of ion exchanger and the rate of draw- 
ing of the water. For purposes of making an estimate, however, 
it can be assumed that Chicago water is passed through a 
softener that replaces all the hardness ions with sodium. Chicago 
water contains 34 ppm (34 mg. per liter) of calcium, 9.7 ppm 
of magnesium, and 0.2 ppm of iron. In the exchange process, 
39 ppm of sodium would replace the calcium, 18.3 ppm of 
sodium would replace the magnesium, and 0.25 ppm of sodium 
would replace the iron. The total sodium produced in the soften- 
ing process would be about 58 ppm, or 58 mg. per liter. Since 
the sodium content of Chicago water is about 3 ppm, the soften- 
ing process produces nearly a twentyfold increase in the sodium 
ion concentration. 


UNCONTROLLABLE OUTBURSTS 


To THE Epitor:—The reply to the query on uncontrollable out- 
bursts in THE JourNAL, Feb. 11, 1956, page 520, suggesting 
chronic encephalitis as the diagnosis, seems to be incomplete. 
Although the query presents insufficient clinical data, a diag- 
nosis of chronic encephalitis should be supported by a definitive 
anamnesis and by neurological findings. Differential diagnosis 
requires consideration of a more common psychiatric condi- 
tion—a_ personality or character neurosis, with emotional 
lability and undue rage reactions. The emotional outbursts are 
anxiety reactions, a variety of irrational fear. Moreover, there 
is always a provoking incident or factor that precipitates the 
out-of-proportion reaction, indicating a basic oversensitivity 
or an ego with a low threshold of tolerance to threats. The rage 
reaction is essentially a defensive one, very much like the 
barking of a frightened dog. Three observations noted by the 
questioner are relevant: 1. Many of these precariously bal- 
anced individuals find relief for their anxiety in alcohol. 2. 
There is a background of an “early life disturbance in their 
relationship with their parents’ that is basic to the etiology. 
3. There “seems to be a biological component,” which is 
certainly correct but in a special sense. Temper tantrums are 
early anxiety reactions found in all infants and children in- 
herently, and these are gradually modified and controlled dur- 
ing normal psychological maturation; as a corollary, temper 
outbursts are regressions to innate infantile behavior. While a 
diagnosis of chronic encephalitis is more or less nihilistic 
therapeutically, that of a psychiatric disorder holds promise 
from psychotherapy. For temporizing symptomatic relief the 
new tranquilizing drugs like chlorpromazine or reserpine are 
helpful, pending fundamental psychiatric treatment. 


Abram Blau, M.D. 
Mount Sinai Hospital 
1176 Fifth Ave. 
New York 29. 


TREATMENT OF PATIENT HAVING TAPEWORM 


To THE Eprror:—Having read the answer to a query in THE 
JournaL, Feb. 11, 1956, page 518, “Treatment of Patient 
Having Tapeworm,” I would like to mention a treatment for 
Taenia saginata that has proved highly successful. T. saginata 
(beef tapeworm) is frequent in Cuba. The treatment of choice 
in this country consists in a mixture of hexylresorcinol and 
tetrachlorethylene: 1 capsule contains hexylresorcinol, 0.05 
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gm.; tetrachlorethylene, 0.2 cc.; and peanut oil, as much as will 
suffice, to make 0.35 cc. The dose for adults is 3 capsules daily 
for 10 days. The 3 capsules must be taken once a day, when 
still fasting in the morning or at night before going to bed. 
When taken in the morning, the patient can have breakfast one 
hour after. At night they must be taken three hours after the 
last feeding. The capsules may be swallowed with sugared 
water or orange juice. The patient must abstain from alcoholic 
beverages for some days before and after this treatment. 
Special diet or laxatives are not necessary. Usually, the 
parasite becomes disintegrated and is passed out with the 
stools with hardly any notice. In consequence, the best 
criterion of cure is to wait two or three months after treatment. 
If no segments are passed within this time, the condition is 
considered cured. In about 90% of patients cure is obtained 
with only one treatment, 

Jose G. Basnuevo, M.D. 

Instituto de Medicina Tropical 

Hospital Universitario 

Habana, Cuba. 


SHAVING THE EYEBROWS 


To THE Eprror:—In the query on shaving of eyebrows in THE 
JouRNAL, March 3, page 816, the consultant said there was 
no hesitancy in shaving eyebrows because regrowth of hair 
occurs. 1 would like to call attention to the fact that in cases 
involving endocrine disorders, i. e., pituitary adenomas, the 
hair may not grow back. Even with regrowth of the hair it 
takes six months or more for the eyebrow to resume its 
normal contour according to the late Dr. H. L. D. Kirkham 
of Houston, Texas. In seriously ill patients with head injuries 
or mass lesions involving the brain, the patient may not have 
enough time for his eyebrows to regrow. 1 know of no plastic 
surgeon who. shaves eyebrows. In no traumatic laceration or 
elective incision through the eyebrow for supraorbital nerve 
avulsion has any infection developed in a case with which I 
am familiar. Therefore, if from an infectious, cosmetic, and 
endocrine standpoint there is no necessity to shave the eye- 
brow, why shave it? 
Harry W. Slade, M.D. 
Western Reserve University 
School of Medicine 
Department of Neurosurgery 
Cleveland. 


This letter was referred to the consultant, whose reply follows. 


J.A.M.A., May 19, 1956 


It is a rule on our service—and I know of other services 
that have the same rule—not to shave a single eyebrow be- 
cause of a resulting irregularity of the hair growth. Such hair 
is usually longer than the hair of the nonshaved eyebrow. It 
also takes some time for the hair of the shaved eyebrow to 
grow to its normal length. 1 do not know of any other 
condition that could influence irregularity of hair growth of 
the eyebrow. 

Plastic Surgeon. 


I have been having the eyebrows shaved on all patients on 
whom intraocular surgery is to be performed for over five 
years. There has been no patient whose eyebrow did not grow 
and was an excellent match for the unshaved brow in from 
two to four weeks. The purpose of shaving the eyebrow is to 
obtain a more sterile field for ocular surgery. The skin is 
much more resistant to bacterial invasion than is an open 
eyeball, and organisms that would not cause any infection in 
the skin of the eyebrow might well set up an endophthalmitis 
if they were transferred to the eye during the course of ocular 
surgery. 

Ophthalmologist. 


In my opinion, the eyebrows should be shaved prior to 
any surgical procedure involving the surrounding area. I 
have never seen a case in which the hair failed to grow back. 
1 do not feel qualified to express an opinion regarding endo- 
crine disorders such as pituitary adenomas, but in the average 
case it is advisable to remove eyebrow hair not only to prevent 
the possibility of infection from this source but also to pro- 
vide a better and cleaner skin area for the proper making of 
the incision. 

Ophthalmologist. 


In panhypopituitarism there is loss of sexual hair and in some 
instances decrease of body hair, including thinning of eye- 
brows. The latter is rare. 1 know of no other endocrine disease 
causing loss of eyebrows or influencing their regrowth. 


Endocrinologist. 


1 shave eyebrows and do so only to the point where 1 need 
the clearance of the hair. 1 do this merely to make it cos- 
metically more acceptable to the patient during the recovery 
period. However, when I really need to shave the eyebrow, 
I have no hesitancy in doing it. Sometimes the hairs may 
become longer and not lie down in the same way that they 


The consultant also referred the letter to several associates, and 


did before, but 1 believe that they can be properly trained. 
he forwarded their replies also. 


Plastic Surgeon. 
To THE Epitor:—Since 1 am not a surgeon and have no need : 
of shaving eyebrows, I consulted ophthalmologists, an endo- 
crinologist, and several plastic surgeons. In my dermatological 
practice 1 cannot recall ever being consulted because of failure 


KELOIDS FOLLOWING THYROIDECTOMY 
To THE Epitor:—Regarding the query in THe JouRNAL, Jan. 


of eyebrows to regrow after being shaved. The nurse in charge 
of the operating room at an eye hospital informed me that 
of the nine surgeons only one shaves the eyebrows for intra- 
ocular surgery. An ophthalmologist at this eye hospital who 
routinely shaves the eyebrows in performing plastic surgery 
has never observed an untoward reaction to warrant dis- 
continuing this practice. A plastic surgeon at another hospital 
routinely shaves the eyebrows and has never observed failure 
of regrowth. He refrains from shaving when there is a 
traumatic, irregular, or jagged ulceration that splits the eye- 
brow. If he shaves the latter, it is difficult to get the two 
portions of the split eyebrow uniformly together, since there 
is no landmark of hair, A uniform approximation is accom- 
plished by not shaving. Reference is made to Peter Flesch’s 
chapter, Hair Growth, in Rothman’s textbook “Physiology and 
Biochemistry of the Skin” (Chicago, University of Chicago 
Press, 1954), which discusses human cycles and rest periods 
of hair growth. The length of rest period of eyebrows is 
unusually long; namely, 105 days. Therefore, if the eyebrows 
are shaved at the beginning of the rest period, it explains the 
long period of time required for complete regrowth. 


Consultant. 


21, 1956, page 248, on keloids following thyroidectomy, I 
have had one similar case. The keloid was removed after 
softening it with hyaluronidase injections. The operative wound 
was left open with no suturing, and radium treatments were 
started one week postoperatively with about 50 mg.-hr. to each 
3 cc. of the scar. The resulting scar was flat, was nonpainful, 
and showed no tendency to keloid formation one year after 
treatment. 

Jerome M. Greenhouse, M.D. 

601 N. Federal Highway 

Hollywood, Fla. 


To tHE Eprror:—With reference to the question on keloids 


following thyroidectomy in THE FournaL, Jan. 21, 1956, page 
248, mention might be made of the use of local injections of 
hydrocortisone acetate, with rather favorable results. Where 
one desires to avoid injections, hydrocortisone topically in the 
form of 1% ointment may be advisable. The application of 
the ointment with cellophane and adhesive dressings, pro- 
ducing an air-tight dressing, has been successful in flattening 
and shrinking the keloids. By 

Morris Kaplan, M.D. 

130 Henry St. 

New York 2. 
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